u2)i*»ia*ft»icji^L%T«H*nfcHieaiJB 



(i9)1ftSf»ttBi*«ttllII 

(43) Bfgtt&flB 
2001 ^4 £ 12 B (12.04.2001) 




linn 



PCT 



(10) 

WO 01/25190 Al 



(51) SBftWttJS 7 : C07C 271/28, 

271/60, 275/42, 335/22, C07D 317/66, 307/66, 333/36, 
307/52, 333/40, 295/12, 3 17/68, 319/18, 213/80, 307/68, 
213/75, 211/58, 21 1/46, 213/75, 213/40, 309/14, A61K 
31/245, 31/36, 31/366, 31/341, 31/381, 31/351, 31/5375, 
31/443, 31/4402, 31/445, 31/4406, 31/4409, 31/357, A61P 
43/00, 9/10,3/10, 17/00 



(21) m&ftM^: 

(22) g&tHMB: 

(25) mK^mo j ss: 

(26) sieaffiasg: 



(30) 



(71) 



ftWMl/281271 
11/290789 



PCT/JP00/06667 
2000^9^27 B (27.09.2000) 

1999^10^1 0(01.10.1999) JP 



1999 *H0£ 13 B (13.10.1999) JP 

tt y^/«>Itv- (JAPAN ENERGY CORPORA- 
TION) [JP/JP]; T 105-8407 K^f&^lKjt/ P1-T @ 
10#l-§-Tokyo{JP). 



(72) &m%;t$±lf 

(75) *M#/ttHAf*BlwOl*T<D*y: &EBg&(OCITA, 
Haruhisa) [JP/JP]. $£flglE (1SOBE, Yoshiaki) [JP/JP]. 
Jg£,#tt (TAKAKU, Haruo) [JP/JP]: T 335-8502 ^5 
SftP ffl1ff«9ffi = TB 17*35^ ***tt VV/O 
X-J- v— ft Saitama(JP). 

(74) ftSA: # (H IRAKI, Yusuke et ak); T 

105-0001 n-T§i7#j# *y n 

5&tf^3F Tokyo (JP). 

(81) ft£ g A;: AU, CA, JR NZ, US. 

(84) ffiSBCffi«;: 3-P (AT, BE, CII.CY.D^ 

DK, ES 5 FI, FR. GB, GR, IE, IT, LU, MC, NL, PT, SE). 



= (54) Title: NOVEL DIARYLAMIDE DERIVATIVES AND USE THEREOF AS MEDICINES 



o 

rH 
IT) 

l— I 

o 
O 



is oxygen or sulfur. 




(57) Abstract: Diarylamide derivatives 
represented by general formula (T) or salts 
thereof, and pharmaceutical compositions 
containing the derivatives or the salts as the 
active ingredient, wherein A and B are each an 
aromatic ring such as benzene ring: COY and 
NHCOX are adjacent to each other and bonded 
to carbon atoms constituting A: X is alkylene, 
alkyleneoxy. or a single bond; Y is alkyl, 
alkoxy. hydroxyl. or optionally substituted 
amino; R 1 is hydrogen, halogeno, hydroxyl, 
alkyl, or the like, with the proviso that when 
A is a benzene ring, R 1 is not hydrogen; R 2 
is hydrogen, halogeno, hydroxyl, alky], or the 
like; R 3 and R 4 are each optionally substituted 
imino, oxygen, or a single bond; R 5 is alkyl, 
optionally substituted phenyl, or the like: and Z 
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A&tf Btt^>-fcf>iM?©^#SI ; COY iNHCOXttSMgLT^tiEU ?y§ 
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w m m 

SrSfcv7U-;i/7 5 

fiH^fcS^ttJli/hftSJfcritfiH^ (platelet-derived growth factor, J£AT 
PDGF <hPg-f) ft£«/&;g@WSg£M£i'J£3lfcLT;fcrK 4>T*> PDGF 

Z> (Cell. 46, 155 (1986)) „ #Jx.te\ m&mj&Wiffil&l&ffi*>m%imW*XM 

ommz pdgf pdgf ss#©s#it*»4i;T* o > ^ n&o«at*5ViT« 

h7-77h ((El-Z-f^-y/h + yyyt^-f^TS/^Ifi) tt 
PDGF iC<£3ifo*¥MM?)if5i£[fi^U ffi£«tftK:43l>Tt>8&«aftK 
ifilciiCSR^^Kjtt.Sei^i^nTU^ (Am. Heart. J. 
J34 M). 712 (1997) ) „ LfrLft^b. h7-7XhC in vi tro t&mzW&ik 

*g¥-ffiffiMm%mmmmnm^tz& (wo 97/09301 x\t^mn-&Mfkm^y b 
mm^mm^w-inmm^mmmm^miz^^x ic so =23um tB«$ntn 

^ n * £ Ir i "5 H B * *« £> S . 

* -y- > v ^ Aanfiitfttt s& ttsiso * -tf > v 0 a sums ^hmm-t 3 & * k 

jgi:5«ftT*0, 4#P8¥ 10-306024 h 7 z 7 X htfttMSftffifc* 
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£fc WO 97/29744 * Br. J. Pharmacol., 122 (6). 1061-1066 (1997) fCfcl^T, 

mu in rwostm^^Tj^zio^xhmmnmzik^m^^mm 

mftfcihtmmfc, mmmmmmfc. nm^mx\tBm^m\z^o^mt. 
sk^m±^mm. mz^t-'s*. v<y?^mm&. mmmtfc. 
&mmm, mmmmmtmmn^m^mjk^m, □ vvyx^.^m\z 
£ & ^ m cd jm i= g? 4 & £ © jfa w §? ± ^ £ a © & # { i m m t $> % t m % £ n t ^ 

aita^, j@s, it§§^«> wmm-* mm® 

>b®mm. mmm. mmmtji^^mB^mmizn^xh. mmw>mz 

PDGF ^ PDGF g£ft©g#g£#£i;T^£. ft&^ft]© PDGF Tlcjg£nSi&] 
flS^ficDlfl^^Ji IT, J. Med. Chem., 37, 2627 (1994) T'*3 tl& 3-7 'J - 
Ky'J>i##> Cancer Research, 54, 6106 (1994) ftS + y ++r U > 
|^ag#:, WO 92/20642 tl& t'Xt 7 -&tf:rgtiS7 'J -jl/M'^x □ 7 

ij -;i,^^ft <>£ 2Wf b tl§„ 

mmvt-mzm^, *mw(Dgmz> ^w-mmmm. j^mmhs. m&mm 
fzEoimm*. £ v{&mg[-emm?z>Mwzi%mTz>z\t\z±K>. wmmtm. 
fo^nmmmm. mmmmmm. % Aim m^miBm^&u^ 
<d kb m m m ^ a <d m x \t % m t z n t x m m ft m m it £ ® x \ $ * <d m ¥ w \ z 
®-£ftz>i&zm&tz>z\t\zhz>. 

(i) -US* (1) : 
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0 




coy ti$ni>Mt nhcox -a&zrLzm&mmmvTtf&L, immmft 
y \$mm%. i ~ 4 07^+;n, m^isc i ~4 ©7;i/=i + ->s> 

N(R 6 ) (R 7 )fr<~>3ItR£n> R 6 &tf RMi|e]-Tt>g&oT^Tt>=fc<, ^n^ftzK 

mm=F. mm&i ~4 ©7ju+ji/S, ^isesi ~4<d7;io*v«, 0**&3~ 

~ 8 ©tM'J 7 -N-TJ^+vi. mB'&Z ~9 ©T^-JUS. 7x"Jl/ 

t°'j y;pSRtf77MW6iiiR$n. i^7x-;uSRtjfe i J -7;ux, 

M^lC77;P+;P*©3?#l8tt^*» l~4 07^^H. 1 ~4 ©7^ 

□ + ySS^D^>|g ; fA^HR3ns 1 ~ 3 <@©S&«T'g&£ ftTI/>T t> 
cfc< ; 

9©v*d7JMr;l'X. M$|[4~9©y^07W-7Wi > 1 
~4<D7)V3*i'&* K*^3~9(7)'>7D7Jl/^;U^+->S^ Kllc4~9© 
->7 □7;i/+il'-7Jl'3 + yI, 7 5;U*;M-*->£. J^sJfifc: 1 ~ 4 ©7yJH 
KoS^e>S4l?$n, A ©ft*©Mfc 1 ~4ffl#fiELTJ3 9. *n*-*n 

u o t & m m i ~ 4 (D 7 u > * -> s * j# l t t> «t < , m u a > -tr 
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4©7;p3 + ->s. ~4©7;u+;p7^S« ~4©t fp*^ 

+ R*»3-9 0y^D7MM*yS, Hffl^ 4 ~ 9 □ 
7^+;i/-7^n*->», 77MM + y|, 1 ~ 4 07v;H. ->7 

* ;ht t y x tt v $ tix ^ t t> =t 7 5 y b mw. £ lilt % o , 
R 8 «^n^n/K^M^Rj>K^ici~4(7)7;u^;i'S^biiK$n, ^-n^npi 

-Tt>&ftoTV>T<b«fc<, SfcY#£*Rl~4©7^*;US©*£, R'ttg? 

R 5 tej^i&l~8©7;l'+Jt'S. m%%L2'~4<l>7)Wr-)im. j^£&3~9© 
->^07;U*;PS, 0^&4~9©^?P7 )V^r)V-7)V^-)Vm, rh7kh'D 

t°^n;us> 75^+;us, -o^-^g. ^#^7->;us, 7izjh, tru 
R^sst7->;i/S©^si«. 7xz;h, truv^a, 7'j;nttftfi- 

;UStt/\py>HT, 7K^S. y7/i. 1 ~ 4 ©7;^^». w^^cl 

-4©7JU3 + ->*, 1 ~4©7;i/ + ;i/^^S, &3fS&2~5©7;m* 

^aji^-jf/S, #;u#*->;p&, ^as&i ~4©7->;us, 5?«7->;uS> 

g, *?-)V7,)i*s-)im, 75 y x^*-;us. &^*»i-4©7;i/+;ws 
jm^ssg i ~4©7v;PST ; &y xnv^m$nx^Tt)ci:^75 ys^bii 

IR^ns 1 ~5P©Bifcg£*LTUTfc«fc<. i^R«ti2flOtillX«(pi 
TO$tl~4©7Ml/y^ySi&oTM/i!ilTfe < k< ; 
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(ii) -JKa (l) Kfci^T, X *«»S»l~4©7;i'*U>S"C»*l9e{i)fc 

(iii) -j&5£ (1) ££V>T, X#¥IS£T*atte<i)KE*©fc&tt. 

(iv) HK3C (1) Kfc^T, A RXf B #|g-Tt>8fco WCt>J:<» ^n^'tl 

(v) (1) fcfc^T, A Rtf B 75^>-t*>mT^-g)fiI2(i)~(iv)©V^-r 

7;m+ vStf^-swie (i) ~ (v) ©^i*nj^cE*©<k-&«. 

(vi (1) K*^T, Y 1 ~4 ©7^ + ;PST&5p[|3 (i) - 

(v) ©nt* ft*»£E*©fc£tt. 

(viii) -«5£ (1) fcfc^T, R : j&«*5iSlIC^3Ui$£» 1 ~4 ©7;H3*vST 
$>-5m)ia(i)~ (vii) © Wtifr lcE$fc©lfc£$J.> 

(ix) -«^ (i) icisiiT, R s a*>?>5>;u», 7i-;n. t?u swsxtttru 
zins^eu -✓^aiiADy>K : f. ^^^ti~4©7^+;us. 

4»7J^ + yI, «*»2~5©7;i'3 + *>*;P#3:jP», ^^^1~4©7 

(x) -ttS (1) Idfc^T, R 5 1 ~4 <D7)l*)lM. ^^^C2~4©7 
J^-;HXttK$S 3-6 ©->£ □7;U+;U»T'&^>buIE (i) ~ (ix) OUfil 

(xOHRxt (1) KI*^T» R'Rf/ R 4 ^' NH T$.^>HU»B(i)~(x)©^-rn^(cie 

(xii)-JKSC (1) K£^T, R 3 ^*NH, R 4 tf&aiiiC^T&SlfflSB (i) ~ (x) ©ivf 

(xi i i) Buf2 (i) ~ (xi i) <D^?nfr\Ztmoit£®X\t*<Dm¥#)\zft®2n2>m 
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(xiv) iuiB(i)~ iri\)(D^?nmztmo<t&®x\z^(DM¥m\a ! t®isnz>i& 
z t r z> itiMi m ogmtmrn z w. a 1 1 % mm m x a^m \z 

(xv) MHB (i) ~ (x\ \)m^tnfr\ztiM<D{t£Wx\i^(DM¥mztmt<n%i&$: 

(xvi) SufB (i) ~ (xi i) <D^-rti^(CIBa(Dfb^tlX«^©^#Wlc^^$n^m 

£ t t s * it > v 7 a mmo)mn^m & m m 1 1 s mm<D^m x\^m 

mm(\) - ix\\) m^tn^\ztim(Dit^mxit^(Dm^\ztm^n^m. 
^mm^tr^st^&mmxit^mmcDm^mm^mmtt^mmo)^ 
x\ifem\zmm^mm¥mmMo 

(xvin) tuiB(i)~ (x\\)0^rftfr\ztm<D{t&®xte^(Dm¥ftizmm2nz> 
i&zfim&ttftz&m. mmm&mmfcxte%Aft?ifavimim%ftm<D^®5 
xitmwjzmm^mnm^m^o 
*%w<Dit£%o$:%.\zmm\zmw? ^moit^mtm^Wi^ u) t 

SSn5t»©t*!3, sufB^ (1) tCR 1 . R 2 > R\ K\ R 5 , X, Y. Z, iAM 

mm$L i ~4©7;i/+jps : x^;us, y°a^)vm, -rv7°ot°;us. 

mm&3 ~ 9 <D U7 fr3r)V& : 'spa-fa y^D^j^ 

Rit4~9©y^D7W-7J^jH : >7 □ 'O^M^S. spa 
^'s)V^^)l&. spa^>^)VJZ^)Vm. spU^lrzsfrX^frmUZ&M 

mm®L2~4<D7)V>T-)\,& : 7U^S. t-JH, >fy^D^i, 1-7° 
□ 2-7'P^-^S, l-7*x-;PS, 3-7*T"- 
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1 1 -7"D^-;i/S, 2 -/^^U- 1 -7'D^-^S> 1 

2-7°0^-;US. 2-7't--;1/S, 3-7t-JH> 1 

l -7p^-;1/S, 2 -*7;i/- l -7n^-;PS> 1-^^-2-7 

□ #*->S. 7b3->g, -f77h + ->S, s-7h^yS. t-7h*vg£#ij 

mmik 3-9 <73x7 D7;^JW+yl : ->7 □ 7°o ~>7a7h^-> 
->7D^>h + >'S. ->^DA+yWyI> ->7 □'xy^l^+vgft 

wi^4-90y^D7M^-7^3 + yS : y^DA>fiM h^yS, > 

S ft £ Mtt Z> C i: a*T* # 5 . 

7 7MmyI:A>yj^yI, l-t7fJWh + yS. 2-:h7^JM 
h + yS, 2-7i-JHh + y$. l7i^Hh + y|, 3-7x-^7o# + 
4-7iZJl,7h + yi> 5-7i-M>h + yI, 6-7i-^A+yM 
* vSft t'^tSui^tt^. 

Rltl~4©7yJH:*Jl/5iH, J-fe^*. 7°D tf^-JUS. 75 1 U ^ 
Sft ZZMifitZ It^Tf^. 

3SrS*7v;H : ^>7-f^S, MI^JUS, ± 7 h -f ^Sft £ ZWm-t Z> Z. 

i%mwt i ~4 07M;Ht ; e yii$nt7s ;s : *^;P7 5 x^jp 
7$;s, 7d e^7s /a, -Y7 7Dtf;P7S W7 5/1, -fyy 
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^pjt^ 1 ~4<Dk FP + y7J^^yl : k FD + vT. h*->S, k KD*->X 

^^^5~ 8 'J 7-N-7J^ + ->S : 7 -N-7 h + vl, 

mUy-N-Ih + yl, ^Jl^'J 7 -N-7°0^ + ->S, ^&Jl/*U7-N 

7 7MJH (M^MfiMT^+^S^tT) : ^>S^g, i-^7^;w 
7^;y«> 2 -^^JM^S. 2 -7 ji-)V^)im. l-7i-JH^ 
J^x-j^Dk'M, 4-7i-Jl/7fJH, 5-7xzjK>?jH, 6- 
7xxju-\^v^a, y^i^^^S* M?;i/7i^fJH> is*?)i^y 

|-y/f^7i^fJH. l-X^l^VvJUg, yIfM>yJH> 

^xxjM^jug, ^xxji/x^^S, 7^^/^!, 7'j;ux^;us, fu 
-7;m7;I/S. try i/;ux5F;uSft<h*£W*T£c: <h^T#s„ 

Ml|(l~407Myy^yi:^5 : yyt+y| 1 X^l/>^^->S. h 

1 ~ 4 07->D^ ->i : 7t7JW^ryl. 7*D k°^X^^+ yl, 7*^ 
U ;l/ :* * -> gft <!: £ 0>J^-T 3 d £ £ £ o 

W«1~4(D7MW1 : /WtS, X5f;U^«, 7*oWft|, 
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^ ; v j- * s a £ £ #J * T a c: t t # s , 

huIB-^^ (1) ■C*Sn**5BW0!)^7U-;l'75 K&gttlCfc^T AT* 

x T'^^nsstuxe, miss- , ^^i^>ss^x^i/>s^ 

i - 4<z>7;i'3 + ->SR^^S[i - 4©7;i/*;ua**ff*u< , 7 5 y 

+ ySXtt77$Tfe?)^i^dfil^ 0 R 1 Wiaofill^ A ll*W>if 
NHCOX T%2tLZ>W&m\ZttLT 4fiXli5fi0 ; t;ii > 

r 2 iitu zKSssh 1 * xtt^^^i~4(D7;i/3i + xa(0 ; &yfi^^^SL 
^. 

R 5 iiTtt, ^>>*;i/a. 7i-jh. tf 1 j ^;psxtttru ^;m^;ux#» 
jk, s^>^*s^tr'j v;i^y?^S0^#is. t^H7i^i&tfe 
»j >^SfiAoy>jsrF. K^»i-4©7;i/+;us, Rli i ~4©7Jio* 
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*-iJ-y# • 77>^yat^ • 9)V—Zf • 7°Vnv-i/3 >X (Organic 
Functional Group Preparations), SJ.it>F7-^l> 7Ar5y^ • XU 
7s • -f > 3i — # K f 7 K (Academic Press Inc.) (New York and London) 
(1968) , ->>tf • • IrS. 7, V U - (Synthetic Organic 

Chemistry). S. R. 7-X:*— fc*. (JohnWiley) (I960, 3>^U^>*>y- 
•t — - y 9 • h7>^7*-^--/a >X (Comprehensive Organic 
Transformations). R.C. 7n-^I (1989), X/^-f ^D^f ^ 7 • • 
L/--/I > h • 7 — • jr—ji^y 9 - ->>-k->X (Encyclopedia of Reagents 
for Organic Synthesis). L. A. y h & * (1995), □ >^>>>7A • ^7 • 
$- — jj-y/7 • i/>1zi/7, • ;* V y K (Compendium of Organic Synthetic 
Methods), M. B. (1995) & £j&»*WT6 tt£. #3E9l©{fc£*5©lg 

ftllb^*tUT, MfB^ (1) fcfc^T A 7&W>-t?>M, R'****^, X*** 

ZttfT'tZo m^MZ fctf * <h, Indian. J. Chem. , Sect. B (1987), 26B 
(12), 1133-9. 02-24825 Jf&fB. Acta Chin. Acad. Sci. Hung. (1981), 

107 (1), 57-66, Tetrahedron (1968), 24 (16). 5529-45 , Acta Chim. Acad. 
Sci. Hung. (1966), 48 (1). 77-87, J. Org. Chem. (1967), 32 (2). 462-3, 
Ada Vet. (Brno) (1971). 40 (2), 209-14, J. Org. Chem. (1974), 39 (13), 
1931-5, J. Chem. Eng.Data (1968). 13 (4). 577-9 Wf^ns. uufB 



IWE-«S (1) tfc^T R 3 # NH Tfc*fc£fttt«T©fifcIgteftlr>8lifi 



l ] 
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(5) (1) 



R'> R 2 , R\ KK X. Y> Is IRAXlKjBBttiresEttflDi^OT**. ) 

t sum t fc^STSSiST 5 z. t s . #y a « a >-t* >ai . 




(6 ) (7 ) (8 ) 



hDl^75 /SH^filTS^tT, y^Ml~4©7M;H, wild 



II 
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tzj5&T'&Z>, i9S3-«S(2)T?*Sn*7S>Bli»*tlWE-ftSC(3)Tf*.Sn 

M©»^a©#ftTfcff"5 3:t*«-c#*. ai^S9ti/Ttt, 

(2) -eS$n^7 5 >R <h RCs £ « - <h £ £ 0 £ It 5 ^ <h t> T # 

;p -> h & e& b sfi? $ m m umm * jh ^ a r <t #x- £ * . s 

mife-$5£ (1) T*Sn*Mtt, R 4 # NH T$>S*I£, MSB— HS^C (5) T 
SSn*Mt, / A v »©JftT»6n5'fVy7*- h (R 5 NC0) Xte-f v^* 
->7 7- h (R 5 NCS) <h£. &gfc«fc«5. #U«*HJX3^7 t'Jv>, v 
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\tj-VWl±ti£(Dmm^. + HJ^A/ h*->h\ #U^A i-^h^yH 

Jg$©$£©fS£T\ 10 #~48 m$%fo2$Z>ZtTm&tZ>Z-ttfT'2Z>o 
1 V ->7*- h ©ttt> 0 {3 h 'J *y;y >X«^3^^XJI/ 5 *V-JU<h 

(5) TS£*l&fc£ti<k^Mr£Ti#bn£APy >MJW\'$ KK 
(R 5 0C0X) ^ICiU. #J*Ji'b UX^;U75 >, truv>, y^wsy 
eiJy>&i'OtffiSS. ^K*U^A, *Brtfc:M- 'J £ A, ^SfcrHJ^A 
fc£©!£«J£S, th'J^A/h + yH, *'J^A t-^h^yh7j:i*©tl7 

s7;i/p-;ns^e>/\Dy>'fb*;uA*$ F»#«#*9jan*iLTRj6k:ffl^T 

itufe-$it (1) T/T$nsft^ftH R<#NR ! T'£ox\ R 8 ^*^^|!cl~4 
bft-& R 4 R 5 NCZC1 X&ZtlZlDin^ )V9U 'J KXti^tfrtJUAt-ni^ D U 
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7tFD75>. M-/tW>6i'0i-fJI'S. 'OifX b^x>&£© 
3f^1£vUtfr%m, s J9uu*9>* Aft£©/\oy>fcpHb7k^, 

T\ 10»-48«Pi!IKlSS-&*J:tTaijg-r4;:t3&«T#S. 
hubB-^^ (1) tSSnift^fttt. R 4 &£CJ:D0y 

lt»5It#T$5. £fc R 5 C0 2 H T^Sn4*;P^>K{k^«lS:. 

WE-jRa (5) T** n*7 5 yfc^*tK«SS-tt-*CiK:«k Off 

[«S2] 
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(1 ) 



(5£4>, R'. R 2 , R"> R 5 > R 8 , X, Y, Z, 9S A RtfS B «lufB^^(7)i*> 0 T?* 
) 
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-e^sns^^ftt, &*fl©£i£T*#e>n£< y ^7*- h (r 5 nco> 77- 

*>7*~ V (R 5 NCS) s^gCfcO, 09 Atf h U X^;U7 5 X t?'Jv>> 
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CH 3 


(CH 2 ) 2 


NH 


H 


4* 




1 0il, 


4 OMp-S-DH 


CH3 




NH 


H 


4* 


NMe 


1934 


4-OMe-5-OH 


CH 3 


(CH 2 ) 2 


NH 


H 


4' 


I NMe 


1935 


4-OMe-5-OH 


CH 3 


(CH 2 ) 2 


NH 


H 


4' 


(CH 2 ) 5 OH 


1936 


4-OMe-5-OH 


CH 3 


(CH 2 ) 2 


NH 


H 


4' 


4-OH-Ph 


1937 


4-OMe-5-OH 


CH 3 


(CH 2 ) 3 


NH 


H 


4* 


2-Py 


1938 


4-OMe-5-OH 


CH 3 


(CH 2 ) 3 


NH 


H 


4' 


3-Py 


1939 


4-OMe-5-OH 


CH 3 


(CH 2 ) 3 


NH 


H 


4' 


4-Py 


1940 


4-OMe-5-OH 


CH 3 


(CH 2 ) 3 


NH 


H 


4' 


4-NH 2 -Ph 


1941 


4-OMe-5-OH 


CH 3 


(CH 2 ) 3 


NH 


H 


4' 


4-N0 2 -Ph 


1942 


4-OMe-5-OH 


CH 3 


(CH 2 ) 3 


NH 


H 


4' 


3-NH 2 -Ph 


1943 


4-OMe-5-OH 


CH 3 


(CH 2 ) 3 


NH 


H 


4' 


3-N0 2 -Ph 


1944 


4-OMe-5-OH 


CH 3 


(CH 2 ) 3 


NH 


H 


4' 


2-NH 2 -Ph 


1945 


4-OMe-5-OH 


CH 3 


(CH 2 ) 3 


NH 


H 


4* 


2-N0 2 -Ph 


1946 


4-OMe-5-OH 


CH 3 


(CH 2 ) 3 


NH 


H 


4' 


CH 2 -2-Fy 


1947 


4-OMe-5-OH 


CH 3 


(CH 2 ) 3 


NH 


H 


4' 


CH 2 -3-Py 


1948 


4-OMe-5-OH 


CH 3 


(CH 2 ) 3 


NH 


H 


4' 


CH 2 -4-Py 


. 1949 


4-OMe-5-OH 


CH 3 


(CH 2 ) 3 


NH 


H 


4* 


0« 


1950 


4-OMe-5-OH 


CH 3 


(CH 2 ) 3 


NH 


H 


4* 


XJm 


1951 


4-OMe-5-OH 


CH 3 


(CH 2 ) 3 


NH 


H 


4' 


In Me 


1952 


4-OMe-5-OH 


CH 3 


(CH 2 ) 3 


NH 


H 


4* 




1953 


a r\ \ A „ C 1 1 

4-OMe-5-OH 


LH3 


(CH 2 ) 3 


MTJ 

NH 


H 


A ' 




1954 


4-OMe*5-Ori 


CH3 


(CH 2 ) 3 


iNH 


IT 

ri 


** 




1 QS^ 


4-OMf>-S-OH 

t vIVIC J VII 


CH 3 


V v - I1 2/2 


0 


H 


4' 


2-Pv 


1956 


4-OMe-5-OH 


CH 3 


(CH 2 ) 2 


0 


H 


4' 


3-Py 


1957 


4-OMe-5-OH 


CH 3 


(CH 2 ) 2 


0 


H 


4* 


4-Py 


1958 


4-OMe-5-OH 


CH 3 


(CH 2 ) 2 


0 


H 


4' 


4-NH 2 -Ph 


1959 


4-OMe-5-OH 


CH 3 


(CH 2 ) 2 


0 


H 


4' 


4-N0 2 -Ph 


1960 


4-OMe-5-OH 


CH 3 


(CH 2 ) 2 


0 


H 


4' 


3-NH 2 -Ph 


1961 


4-OMe-5-OH 


CH 3 


(CH 2 ) 2 


0 


H 


4' 


3-N0 2 -Ph 


1962 


4-OMe-5-OH 


CH 3 


(CH 2 ) 2 


0 


H 


4' 


2-NH 2 -Ph 



82 



WO 01/25190 PCT/JP00/06667 



1963 


4-OMe-5-OH 


CH 3 


(CH 2 ) 2 


0 


H 


4' 


2-N0 r Ph 


1964 


4-UIVie-j-Uri 




(CM \ 


n 
u 


ri 




L,n 2 -Z-ry 


1965 


4-0Me-5-0H 


CH 3 


(CH 2 ) 2 


0 


H 


4' 


CH 2 -3-Py 


1966 


4-OMe-5-OH 


CH 3 


(CH 2 ) 2 


0 


H 


4' 


CH 2 -4-Py 


1967 


4-0Me-5-0H 


CH 3 


(CH 2 ) 2 


0 


H 


4' 


Oh 


1968 


4-OMe-50H 


CH 3 


(CH 2 ) 2 


0 


H 


4' 






4-OMe-5-OH 


CH 3 




0 


H 


4' 




1970 


4-OMe-5-OH 


CH 3 


(CH 2 ) 2 


0 


H 


4* 


I NMe 
\^ 


1971 


4-OMe-5-OH 


CH 3 


(CH 2 ) 2 


0 


H 


4' 


(CH 2 ) 5 OH 


1972 


4-0Me-5-0H 


CH 3 


(CH 2 ) 2 


0 


H 


4* 


4-OH-Ph 


1973 


4-0Me-5-0H 


CH 3 


(CH 2 ) 3 


0 


H 


4' 


2-Py 


1974 


4-OMe-5-OH 


CH 3 


<CH 2 ) 3 


0 


H 


4' 


3-Py 


1975 


4-OMe-5-OH 


CH 3 


(CH 2 ) 3 


0 


H 


4* 


4-Py 


1976 


4-OMe-5-OH 


CH 3 


(CH 2 ) 3 


0 


H 


4* 


4-NH 2 -Ph 


1977 


40Me-5-OH 


CH 3 


(CH 2 ) 3 


0 


H 


4' 


4-N0 2 -Ph 


1978 


4-OMe-5-OH 


CH 3 


(CH 2 ) 3 


0 


H 


4' 


3-NH 2 -Ph 


1979 


4-OMe-5-OH 






0 


H 


4' 


3-N0 2 -Ph 


1980 


4-OMe-5-OH 


CH 3 


(CH 2 ) 3 


0 


H 


4' 


2-NH 2 -Ph 


1981 


4-OMe-5-OH 


CH 3 


(CH 2 ) 3 


0 


H 


4' 


2-N0 2 -Ph 


1982 


4-0Me-5-0H 


CH 3 


(CH 2 ) 3 


0 


H 


4* 


CH 2 -2-Py 


1983 


4-OMe-5-OH 


CH 3 


(CH 2 ) 3 


0 


H 


4* 


CH 2 -3-Py 


1984 


4-OMe-5-OH 


CH 3 


(CH 2 ) 3 


0 


H 


4' 


CH 2 -4-Py 


1985 


4-OMe-5-OH 


CH 3 


(CH 2 ) 3 


0 


H 


4* 


O 


1986 


4-OMe-5-OH 


CH 3 


(CH 2 ) 3 


0 


H 


4' 


T )m 


J 70 / 


- Vj jvj t> - J - W 1 1 


1^-113 






14 
n 


4' 




1988 


4-OMe-5-OH 


CH 3 


(CH 2 ) 3 


0 


H 


4' 


I NMe 

X 


1989 


4-OMe-5-OH 


CH 3 


(CH 2 ) 3 


0 


H 


4' 


(CH 2 ) 5 OH 


1990 


4-OMe-5-OH 


CH 3 


(CH 2 ) 3 


0 


H 


4* 


4-OH-Ph 


1991 


4-OMe-5-OH 


OEt 


* 


0 


H 


3' 


Bn 


1992 


4-0Me-5-0H 


OEt 


(CH 2 ) 2 


NH 


H 


3' 


2-Py 


1993 


4-OMe-5-OH 


OEt 


(CH 2 ) 2 


NH 


H 


3* 


3-Py 


1994 


4-OMe-5-OH 


OEt 


(CH 2 ) 2 


NH 


H 


3' 


4-Py 


1995 


4-OMe-5-OH 


OEt 


(CH 2 ) 2 


NH 


H 


3' 


4-NO r Ph 


1996 


4-OMe-5-OH 


OEt 


(CH 2 ) 2 


NH 


H 


3* 


3-NH 2 -Ph 


1997 


4-OMe-5-OH 


OEt 


(CH 2 ) 2 


NH 


H 


3* 


3-N0 2 -Ph 


1998 


4-0Me-5-0H 


OEt 


(CH 2 ) 2 


NH 


H 


3' 


2-NH 2 -Ph 


1999 


4-OMe-5-OH 


OEt 


(CH 2 ) 2 


NH 


H 


3' 


2-N0 2 -Ph 


2000 


4-0Me-5-0H 


OEt 


(CH 2 ) 2 


NH 


H 


3 1 


CH 2 -2-Py 


2001 


4-OMe-5-OH 


OEt 


(CH 2 ) 2 


NH 


H 


3' 


CH r 3-Py 


2002 


4-0Me-5OH 


OEt 


(CH 2 ) 2 


NH 


H 


3' 


CH 2 -4-Py 


2003 


4-OMe-5-OH 


OEt 


(CH 2 ) 2 


NH 


H 


3' 


0« 
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2004 


4-UMe-j-UH 






NH 

nil 


H 


3* 


l^NH 


2005 


4-OMe-5-OH 


OEt 


(CH 2 ) 2 


NH 


H 


3' 


I NMe 


2006 


4-OMe-5-OH 


Ubt 


(CH 2 ) 2 


X]TJ 

INM 


n 




L NMe 


ZUU / 


4-OMp-S-OH 


OEt 


(CH?)? 


NH 


H 


3' 


(CH 2 ) 5 OH 


onnc 
zOUo 


h uivic j un 


OEt 




NH 


H 


3' 


4-OH-Ph 


OnnQ 


-wivic-j-un 


OEt 


fCHVh 


NH 


H 


3' 


2-Py 


on i n 


4 nMp-1-OH 


OEt 


fCHVh 
\ v - i x 2)3 


NH 


H 


3* 


3-Py 


201 1 




OEt 


(CH<>)i 

\^ ll 2J3 


NH 


H 


3' 


4-Py 


on i o 
2012 


4-UIVie-j-vJii 


OEt 


12)3 


NH 


H 


3' 


4-NH 2 -Ph 


on i o 
201 J 


4 -tJ ivi c- j -u n 


OEt 




NH 


H 


3' 


4-N0 2 -Ph 


2014 


4-OMe-5-OH 


OEt 


(CH 2 ) 3 


NH 


H 


3' 


3-NH 2 -Ph 


2015 


4-0Me-5-0H 


OEt 


(CH 2 ) 3 


NH 


H 


3' 


3-N0 2 -Ph 


2016 


4-OMe-5-OH 


OEt 


(CH 2 ) 3 


NH 


H 


3* 


2-NH 2 -Ph 


2017 


4-OMe-50H 


OEt 


(CH 2 ) 3 


NH 


H 


3* 


2-NO r Ph 


2018 


4-UMe-J-Un 






NH 
in n 


H 


3* 


CH 2 -2-Py 


2019 


4-0Me-5-0H 


OEt 


(CH 2 ) 3 


NH 


H 


3' 


CH r 3-Py 


2020 


4-OMe-50H 


OEt 


(CH 2 ) 3 


NH 


H 


3 1 


CH r 4-Py 


2021 


4-0Me-5-0H 


OEt 


(CH 2 ) 3 


NH 


H 


3' 


Oh 


2022 


4-OMe-5-OH 


OEt 


(CH 2 ) 3 


NH 


H 


3* 




2023 


4-0Me-5-0H 


OEt 


(CH 2 ) 3 


NH 


H 


3' 


1 NMe 


2024 


4-OMe-5-OH 


OEt 


(CH 2 ) 3 


NH 


H 


3' 


1 NMe 


2025 


a r\\Aa. ^ r\u 
4-Uivle-!)-UH 






NH 


H 


3* 


\ V - J 1 * 


2026 


a r\\A** c 
4-UMeo-Un 


HPr 




NH 


H 


3' 


4-0H-Ph 


o 

2027 


A f\\Ao ^ 


IX 112 




NH 


H 


3* 


2-Pv 


orvo o 

202o 


4-Uivie-D-Urt 


IN 112 




NH 


H 


3' 


3-Py 


2029 


4-UMeO-Un 


jNra 2 




NH 


H 


3* 


4-Pv 


om r\ 

2030 


4-UMe-D-UM 


i>n 2 




NH 


H 


3' 


4-NH 2 Ph 


oni i 
203 1 


! 4 r»K4*» n OH 
H-yJi\lC-J-\Jri 


NH2 




NH 


H 


3* 


4-N0 2 -Ph 


2032 


4-OMe-5-OH 


NH 2 


(CH 2 ) 2 


NH 


H 


3' 


3-NH 2 -Ph 


2033 


4-OMe-5-OH 


NH 2 


(CH 2 ) 2 


NH 


H 


3* 


3-N0 2 -Ph 


2034 


4-OMe-5-OH 


NH 2 


(CH 2 ) 2 


NH 


H 


3' 


2-NH r Ph 


2035 


4-OMe-5-OH 


NH 2 


(CH 2 ) 2 


NH 


H 


3' 


2-N0 2 -Ph 


ZujO 


4-OMe- 4 5-OH 


NH 2 


(CH 2 ) 2 


NH 


H 


3' 


CH 2 -2-Py 


2037 


4-OMe-5-OH 


NH 2 


(CH 2 ) 2 


NH 


H 


1 3* 


CH 2 -3-Py 


2038 


4-OMe-5-OH 


NH 2 


(CH 2 ) 2 


NH 


H 


3' 


CH 2 -4-Py 


2039 


4-OMe-5-OH 


NH 2 


(CH 2 ) 2 


NH 


H 


3* 


O 


2040 


4-OMe-5-OH 


NH 2 


(CH 2 ) 2 


NH 


H 


3' 




2041 


4-OMe-5-OH 


NH 2 


(CH 2 ) 2 


NH 


H 


3* 
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2042 


4-UMeO-Uri 


in n 2 




NH 


H 


3' 


l in ivi e 


2043 


4-OMe-5-OH 


NH 2 


(CH 2 ) 2 


NH 


H 


3' 


(CH 2 ) 5 OH 


2044 


4-OMe-5-OH 


NH 2 


(CH 2 ) 2 


NH 


H 


3' 


4-OH-Ph 


2045 


4-OMe-5-OH 


NH 2 


(CH 2 ) 3 


NH 


H 


3* 


2-Py 


9046 


4-OMe-5-OH 


NH 2 


(CH 2 ) 3 


NH 


H 


3' 


3-Py 


9047 


4-OMe-5-OH 


NH 2 


(CH 2 ) 3 


NH 


H 


y 


4-Py 


904R 


4-OMe-5-OH 


NH 2 


(CH 2 ) 3 


NH 


H 


y 


4-NH 2 -Ph 


904Q 


4-OMe-5-OH 


NH 2 


(CH 2 ) 3 


NH 


H 


y 


4-N0 2 -Ph 


2050 


4-OMe-5-OH 


NH 2 


(CH 2 ) 3 


NH 


H 


3' 


3-NH 2 -Ph 


2051 


4-OMe-5-OH 


NH 2 


(CH 2 ) 3 


NH 


H 


3' 


3-N0 2 -Ph 


2052 


4-OMe-5-OH 


NH 2 


(CH 2 ) 3 


NH 


H 


3* 


2-NH 2 -Ph 


2053 


4-OMe-5-OH 


NH 2 


(CH 2 ) 3 


NH 


H 


3' 


2-N0 2 -Ph 


90S4 


4-OMe-5-OH 


NH 2 


(CH 2 ) 3 


NH 


H 


3' 


CH 2 -2-Py 


2055 


4-OMe-5-OH 


NH 2 


(CH 2 ) 3 


NH 


H 


3' 


CH 2 -3-Py 


2056 


4-OMe-5-OH 


NH 2 


(CH 2 ) 3 


NH 


H 


3* 


CH 2 -4-Py 


2057 


4-OMe-5-OH 


NH 2 


(CH 2 ) 3 


NH 


H 


y 


Oh 


2058 


4-0Me-5-0H 


NH 2 


(CH 2 ) 3 


VIM 

NH 


H 




YV 


2059 


4-OMe-5-OH 


NH 2 


(CH 2 ) 3 


NH 


H 


y 


I NMe 


2060 


4-OMe-5-OH 


NH 2 


(CH 2 ) 3 


NH 


H 




I NMe 


2061 


4-UJvie-J-vJH 


in n 2 




NH 


H 


3* 


(CH 2 ) 5 OH 






NH 2 


CCHVh 

V*- 1 1 273 


NH 


H 


3' 


4-OH-Ph 


zuoJ 


H-vjivie-j-^ji 


OEt 


12)2 


o 


H 


3* 


2-Py 


zuo4 




OEt 




o 


H 


3' 


3-Py 


OA/ C 


4-UJVie-J-^rl 


OEt 




o 


H 


3' 


4-Py 


ZUOO 


4 OMp S OH 


OEt 




o 


H 


3' 


4-NH 2 -Ph 


/uo / 


4 S OH 

h uivic j un 


OEt 




o 


H 


3' 


4-N0 2 -Ph 


2068 


4-OMe-5-OH 


OEt 


(CH 2 ) 2 


0 


H 


3' 


3-NH 2 -Ph 


2069 


4-OMe-5-OH 


OEt 


(CH 2 ) 2 


O 


H 


y 


3-N0 2 -Ph 


2070 


4-OMe-5-OH 


OEt 


(CH 2 ) 2 


O 


H 


y 


2-NH 2 -Ph 


2071 


4-OMe-5-OH 


OEt 


(CH 2 ) 2 


O 


H 


y 


2-N0 2 -Ph 


9079 


4-OMe-5-OH 


OEt 


(CH 2 ) 2 


O 


H 


y 


CH 2 -2-Py 


2073 


4-OMe-5-OH 


OEt 


(CH 2 ) 2 


0 


H 


y 


CH 2 -3-Py 


2074 


4-OMe-5-OH 


OEt 


(CH 2 ) 2 


O 


H 


y 


CH 2 -4-Py 


2075 


4-OMe-5-OH 


OEt 


(CH 2 ) 2 


O 


H 


y 


o 


2076 


4-UMeO-UH 




^n 2 ; 2 


o 


H 


y 




2077 


4-OMe-5-OH 


OEt 


(CH 2 ) 2 


0 


H 


y 


Is, NMe 


2078 


4-OMe-5-OH 


OEt 


(CH 2 ) 2 


o 


H 


y 




2079 


4-OMe-5-OH 


OEt 


(CH 2 ) 2 


0 


H 


y 


(CH 2 ) 5 OH 


2080 


4-OMe-5-OH 


OEt 


(CH 2 ) 2 


0 


H 


y 


4-OH-Ph 


2081 


4-OMe-5-OH 


OEt 


(CH 2 ) 3 


0 


H 


y 


2-Py 


2082 


4-OMe-5-OH 


OEt 


(CH 2 ) 3 


0 


H 


y 


3-Py 
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2083 


4-UMeo-Uri 


(Jht 


(CH 2 )3 


KJ 


14 
rl 




4-Pv 


2084 


4-UMe-j-UM 


Uct 


(<-H 2 ) 3 


KJ 


14 
n 


V 


7*11112 III 


2085 


4-UMeo-UH 


(Jht 


(CH 2 ) 3 


KJ 


14 




4-NirU-Ph 
H-iiU2*rn 


2086 


4-OMe-5-OH 


OEt 


(CH 2 ) 3 


0 


H 


3' 


3-NH 2 -Ph 


2087 


4-OMe-5-OH 


OEt 


(CH 2 ) 3 


o 


H 


3' 


3-N0 2 -Ph 


2088 


4-OMe-5-OH 


OEt 


(CH 2 ) 3 


0 


H 


3' 


2-NH 2 -Ph 


2089 


4-OMe-5-OH 


OEt 


(CH 2 ) 3 


0 


H 


3' 


2-N0 2 -Ph 


2090 


A A ~ C f\"X 1 

4-Oivle-5-OH 


Obt 


(CH 2 ) 3 


KJ 


IT 

rl 


"V 

j 


P14 9 P\/ 


2091 


4-OMe-5-OH 


OEt 


(CH 2 ) 3 


0 


H 


r 


CH 2 -3-Py 


2092 


4-OMe-5-OH 


OEt 


(CH 2 ) 3 


o 


H 




CH 2 -4-Py 


2093 


4-OMe-5-OH 


OEt 


(CH 2 ) 3 


0 


H 


3' 


Oh 


2094 


4-OMe-5-OH 


OEt 


(CH 2 ) 3 


0 


H 


3' 








opt 






n 


V 




2096 


4-OMe-5-OH 


OEt 


(CH 2 ) 3 


0 


H 


3' 


I NMe 
\^ 


2097 


4-OMe-5-OH 


OEt 


(CH 2 ) 3 


o 


H 


3* 


(CH 2 ) 5 OH 


2098 


4-OMe-5-OH 


OEt 


(CH 2 ) 3 


0 


H 


3' 


4-OH-Ph 


2099 


4-OMe-5-OH 


NH 2 


(CH 2 ) 2 


o 


H 


3* 


2-Py 


2100 


4-OMe-5-OH 


NH 2 


(CH 2 ) 2 


o 


H 


3' 


3-Py 


2101 


4-OMe-5-OH 


NH 2 


(CH 2 ) 2 


o 


H 


3' 


4-Py 


2102 


4-OMe-5-OH 


NH 2 


(CH 2 ) 2 


o 


H 


3' 


4-NH 2 -Ph 


2103 


4-OMe-5-OH 


NH 2 


(CH 2 ) 2 


o 


H 


3* 


4-N0 2 -Ph 


2104 


4-OMe-5-OH 


NH 2 


(CH 2 ) 2 


o 


H 


3' 


3-NH 2 -Ph 


2105 


4-OMe-5-OH 


NH 2 


(CH 2 ) 2 


o 


H 


3' 


3-N0 2 -Ph 


2106 


4-OMe-5-OH 


NH 2 


(CH 2 ) 2 


o 


H 


3* 


2-NH 2 -Ph 


2107 


4-OMe-5-OH 


NH 2 


(CH 2 ) 2 


t ° 


H 


3' 


2-N0 2 -Ph 


2108 


4-OMe-5-OH 


NH 2 


(CH 2 ) 2 


0 


H 


3* 


CH 2 -2-Py 


2109 


4-OMe-5-OH 


NH 2 


(CH 2 ) 2 


o 


H 


3' 


CH r 3-Py 


2110 


4-OMe-5-OH 


NH 2 


(CH 2 ) 2 


o 


H 


3* 


CH 2 -4-Py 


2111 


4-OMe-5-OH 


NH 2 


(CH 2 ) 2 


0 


H 


3' 




2112 


4-OMe-5-OH 


NH 2 


(CH 2 ) 2 


o 


H 


3* 




Li 1 J 


4-OMe-S-OH 


NH 2 


1 * 2 / 2 


o 


H 


3' 


V. NMe 


2114 


4-0Me-5-0H 


NH 2 


(CH 2 ) 2 


o 


H 


3* 


I NMe 


2115 


4-0Me-5-0H 


NH 2 


(CH 2 ) 2 


KJ 


H 




(CH 2 ) 5 OH 


2116 


4-OMe-5-OH 


NH 2 


(CH 2 ) 2 


o 


H 


3 


4-UH-rn 


0 117 
1 1 1 / 


H-yj i vj c-j un 


injj 2 




o 


H 


3' 


2-Pv 


2118 


4-0Me-5-0H 


NH 2 


(CH 2 ) 3 


o 


H 


3* 


3-Py 


2119 


4-OMe-5-OH 


NH 2 


(CH 2 ) 3 


0 


H 


3' 


4-Py 


2120 


4-0Me-5-0H 


NH 2 


(CH 2 ) 3 


0 


H 


3' 


4-NH 2 -Ph 


2121 


4-OMe-5-OH 


NH 2 


(CH 2 ) 3 


0 


H 


3' 


4-N0 2 -Ph 


2122 


4-OMe-5-0H 


NH 2 


(CH 2 ) 3 


0 


H 


3' 


3-NH 2 -Ph 


2123 


4-0Me-5-0H 


NH 2 


(CH 2 ) 3 


0 


H 
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2932 


4-OMe-5-(2-N-morphoIinoethoxy) 


OEt 


(CH 2 ) 2 


0 


H 


V 


3-NH 2 -Ph 


2933 


4-OMe-5-(2-N-morpholinoethoxy) 


OEt 


(CH 2 ) 2 


0 


H 


V 


3-N0 2 -Ph 


2934 


4-OMe-5-(2-N-morpholinoethoxy) 


OEt 


(CH 2 ) 2 


0 


H 


V 


2>NH 2 -Ph 
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2935 


4-OMe-5-(2-N-morpholinoethoxy) 


OEt 


(CH 2 ) 2 


O 


H 


T 


2-N0 2 -Ph 


2936 


4-OMe-5-(2-N-morphoiinoethoxy) 


OEt 


(CH 2 ) 2 


O 


H 


T 


CH 2 -2-Py 


2937 


4-OMe-5-(2-N-morpholinoethoxy) 


OEt 


(CH 2 ) 2 


O 


H 


T 


CH 2 -3-Py 


2938 


4-OMe-5-(2-N-morpholinoethoxy) 


OEt 


(CH 2 ) 2 


0 


H 


T 


CH 2 -4-Py 


2939 


4-OMe-5-(2-N-morpholinoethoxy) 


OEt 


(CH 2 ) 2 


o 


H 


T 


O 


ZyQV 


4-UMe-j-(z-N-morpnonnoetnoxyj 


Obt 


(CH 2 ) 2 


V 


Li 
n 


Z 




2941 


4-OMe-5-(2-N-morpholinoethoxy) 


OEt 


(CH 2 ) 2 


0 


H 


T 


L NMe 


2942 


4-OMe-5-(2-N-moipholinoethoxy) 


OEt 


(CH 2 ) 2 


O 


H 


2' 


I^NMe 


7Q4^ 


4 _ n A/f p - S - ^ 7 - M - m r» r~r\ n rv 1 mnpthnYvl 

*t KJLViC^J 1IIV_M pi ll/lIllUvtllU A.JT / 


OFt 


^\^n 2 ; 2 


o 




2' 




7Q44 


4 _ (i An p _ S -/7 - W .. m m r> r\ 1 »nr\A#r»rtv\/i 

t w i vi c_j^z,jn -iihji piiuii jiucuiua y ^ 


DFt 




n 


n 


z. 


4-OH-Ph 

'r V^O I 11 


7Q4S 


h-uivic- j-^z-iN -nioipnoijnucinuAy^ 


yjszi 




n 


u 
n 


9 1 
z 


7-Pv 


7Q4A 


^-vjivie-j-\z-i>i-iTioi^noiinoeinoxyj 


npt 

KJCl 


( k CM 2 ;3 


r\ 
kj 


o 
n 


9 1 
Z 


o p., 


7Q47 
ZV^ / 


H-wivic- j-^z-iN-iTiorpnoiinocinoxyj 




(Cti 2 j3 


r\ 


n 


7 1 

Z 


4 P\/ 

H y 




^-v^ivieo-^z-iN-rnorpnoiinoeinoxy i 


OFf 




n 


TJ 
n 


Z 


*4-in Ji2 ril 




^-LJivic-j-^z-jN-inorpnoiinoeinoxyj 


Ucl 




r\ 


n 


9* 
Z 


4 Mfl PK 


2950 


4-OMe-5-(2-N-niorphoHnoethoxy)« 


OEt 


(CH 2 ) 3 


o 


H 


2' 


3-NH r Ph 


2951 


4-OMe-5-(2-N-morpholinoethoxy) 


OEt 


(CH 2 ) 3 


O 


H 


2* 


3-N0 2 -Ph 


2952 


4-OMe-5-(2-N-morpholinoethoxy) 


OEt 


(CH 2 ) 3 


0 


H 


2' 


2-NHrPh 


2953 


4-OMe-5-(2-N-morphoiinoethoxy) 


OEt 


(CH 2 ) 3 


0 


H 


2' 


2-N0 2 -Ph 




^-ijivie-j-^z-jN-niorpnuiinocinuxyj 


OFt 


^n 2 ; 3 


r\ 
yj 


u 
n 


9* 
z 


Lii2 Z"i y 


2955 


4-OMe-5-(2-N-morpholinoethoxy) 


OEt 


(CH 2 ) 3 


O 


H 


2' 


CH 2 -3-Py 


2956 


4-OMe-5-(2-N-morphoIinoethoxy) 


OEt 


(CH 2 ) 3 


o 


H 


2' 


CH 2 -4-Py 


2957 


4-OMe-5-(2-N-morpholinoethoxy) 


OEt 


(CH 2 ) 3 


o 


H 


2' 




2958 


4-OMe-5-(2-N-morpholinoethoxy) 


OEt 


(CH 2 ) 3 


o 


H 


2* 




2959 


4-OMe-5-(2-N-morpholinoethoxy) 


OEt 


(CH 2 ) 3 


o 


H 


2* 




2960 


4-OMe-5 -(2-N-morphoJ inoethoxy) 


OEt 


(CH 2 ) 3 


o 


H 


2' 




7Q61 


4 -0\4p- ^ -^7-M -mnrnhn I inrjpfhnw^ 

^ v_y i V 1 \^ I y 1 1 1 \Ji yJ 1 1 \J J 1 1 1 Vt^l 1 IVJ A J f 


OEt 




o 


H 


2* 




7Q67 


4-OA4p-^-/7-NJ-rnr»rT>hn li nnpilinx v^ 
^ \j)y\^f j \*~ i^i iiivsi i/iiuiiiitJt'i.injA y / 


OEt 




o 




2* 


4-OH-Ph 




4 -O \/1p- S 7-M-mnmhnl i nnpthnY vl 

. *1 V/1V1C J*^i IIIVJJ pilUIlHUl'lllUA J) 


NH 2 




o 


H 


7' 


7-Pv 
z. ry 


2964 


4-OMe-S-f7-N-mnrnholinoethfix \A 


NH 2 


V v - I1 2/2 


o 


H 


2" 




2965 


4-OMe-^-f2-N-momholinoethoxv^ 


NH 2 


V *2/2 


o 


H 


2' 


4-Pv 


2966 


4-OMe-^-f ?-N-morr>holinoethox 


NH 2 


\v*,i i 2 ; 2 


o 


H 


2 1 


4-NH 2 -Ph 


2967 


4-OMe-5-(2-N-niorpholinoethoxy) 


NH 2 


V V ~ I '2/2 


o 


H 


2' 


4-N0 2 -Ph 


2968 


4-OMe-5-(2-N-morpholinoethoxy) 


NH 2 


(CH 2 ) 2 


o 


H 


2' 


3-NH 2 -Ph 


2969 


4-OMe-5-(2-N-morpholinoethoxy) 


NH 2 


(CH 2 ) 2 


o 


H 


2 ? 


3-N0 2 -Ph 


2970 


4-OMe-5-(2-N-morpholinoethoxy) 


NH 2 


(CH 2 ) 2 


0 


H 


2* 


2-NH 2 -Ph 


2971 


4-OMe-5-(2-N-morpholinoethoxy) 


NH 2 


(CH 2 ) 2 


o 


H 


2' 


2-N0 2 -Ph 


2972 


4-OMe-5-(2-N-morphoIinoethoxy) 


NH 2 


(CH 2 ) 2 


o 


H 


2* 


CH 2 -2-Py 


2973 


40Me-5-(2-N-morpholinoethoxy) 


NH 2 


(CH 2 ) 2 


0 


H 


2' 


CH 2 -3-Py 


2974 


4-OMe-5-(2-N-morpho!inoelhoxy) 


NH 2 


(CH 2 ) 2 


0 


H 


2' 


CH r 4-Py 


2975 


4-OMe-5-(2-N-morpholinoethoxy) 


NH 2 


(CH 2 ) 2 


0 


H 


T 


Oh 
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2976 


4-OMe-5-(2-N-morpholinoethoxy) 


NH 2 


(CH 2 ) 2 


0 


H 


T 




2977 


4-OMe-5-(2-N-morpholinoethoxy) 


NH 2 


(CH 2 ) 2 


0 


H 


T 


I NMe 


2978 


4-OMfi-5-^2-N-moroholinoptliox v\ 


NH 2 


\^"* 1 2J2 


0 


H 


T 


L iNMe 


2979 


4-OMe-5-(2-N-morpholinoethoxy) 


NH 2 


(CH 2 ) 2 


0 


H 


T 


(CH 2 ) 5 OH 


2980 


4-OMe-5-(2-N-morphoIinoethoxy) 


NH 2 


(CH 2 ) 2 


0 


H 


T 


4-OH-Ph 


2981 


4-OMe-5-(2-N-morpholinoethoxy) 


NH 2 


(CH 2 ) 3 


0 


H 


T 


2-Py 


2982 


4-OMe-5-(2-N-morpholinoethoxy) 


NH 2 


(CH 2 ) 3 


0 


H 


V 


3-Py 


2983 


4-OMe-5-(2-N-morpholinoethoxy) 


NH 2 


(CH 2 ) 3 


0 


H 


V 


4-Py 


2984 


4-OMe-5-(2-N-morpholinoethoxy) 


NH 2 


(CH 2 ) 3 


0 


H 


V 


4-NH 2 -Ph 


2985 


4-OMe-5-(2-N-morpholinoethoxy) 


NH 2 


(CH 2 ) 3 


0 


H 


V 


4-N0 2 -Ph 


2986 


4-OMe-5-(2-N-morpholinoethoxy) 


NH 2 


(CH 2 ) 3 


0 


H 


T 


3-NH 2 -Ph 


2987 


4-OMe-5-(2-N-morpho!inoethoxy) 


NH 2 


(CH 2 ) 3 


0 


H 


T 


3-N0 2 -Ph 


2988 


4-OMe-5-(2-N-morpholinoethoxy) 


NH 2 


(CH 2 ) 3 


0 


H 


T 


2-NH 2 -Ph 


2989 


4-OMe-5-(2-N-morpholinoethoxy) 


NH 2 


(CH 2 ) 3 


0 


H 


T 


2-N0 2 -Ph 


2990 


4-OMe-5-(2-N-morphoIinoethoxy) 


NH 2 


(CH 2 ) 3 


0 


H 


T 


CH 2 -2-Py 


2991 


4-OMe-5-(2-N-morphoIinoethoxy) 


NH 2 


(CH 2 ) 3 


0 


H 


T 


CH r 3-Py 


2992 


4-OMe-5-(2-N-morpholinoethoxy) 


NH 2 


(CH 2 ) 3 


0 


H 


V 


CH 2 -4-Py 


2993 


4-OMe-5-(2-N-morpho!inoethoxy) 


NH 2 


(CH 2 ) 3 


0 


H 


V 


Oh 




4-tJMe-j-^z-jN-niorpnoiinoeinoxy^ 


IN Jl 2 






0 
n 


z 


I^nh 


2995 


4-OMe-5-(2-N-morpholinoethoxy) 


NH 2 


(CH 2 ) 3 


0 


H 


T 


I NMe 

^ — 




4-OMe-5-(2-N-rnoipnolinoethoxy) 


1NM 2 


(CH 2 ) 3 


KJ 


n 


z 


llNMe 


2997 


4-OMe-5-(2-N-morpholinoethoxy) 


NH 2 


(CH 2 ) 3 


0 


H 


T 


(CH 2 ) 5 OH 


2998 


4-OMe-5-(2-N-morpholinoethoxy) 


NH 2 


(CH 2 ) 3 


0 


H 


T 


4-OH-Ph 


2999 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 2 


NH 


H 


V 


2-Py 


3000 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 2 


NH 


H 


T 


3-Py 


3001 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 2 


NH 


H 


T 


4-Py 


3002 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 2 


NH 


H 


T 


4-NH 2 -Ph 


3003 


4-OMe-5-(2-N-morphoIinoethoxy) 


CH 3 


(CH 2 ) 2 


NH 


H 


T 


4-N0 2 -Ph 


3004 


4-OMe-5-(2-N-morphoIinoethoxy) 


CH 3 


(CH 2 ) 2 


NH 


H 


T 


3-NH 2 -Ph 


3005 


4-OMe-5-(2-N-morphoIinoethoxy) 


CH 3 


(CH 2 ) 2 


NH 


H 


T 


3-N0 2 -Ph 


3006 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 2 


NH 


H 


2' 


2-NH 2 -Ph 


3007 


4-OMe-5-(2-N-morphoIinoethoxy) 


CH 3 


(CH 2 ) 2 


NH 


H 


T 


2-N0 2 -Ph 


3008 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 2 


NH 


H 


T 


CH r 2-Py 


3009 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 2 


NH 


H 


T 


CH 2 -3-Py 


3010 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 2 


NH | 


H 


T 


CH r 4-Py 


3011 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 2 


NH 


H 


T 


Oh 


3012 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 2 


NH 


H 


T 




3013 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 2 


NH 


H 


V 
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3014 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 2 


NH 


H 


V 


I NMe 


3015 


4-UMe-j-(z-N-morpnolinoeihoxy) 


CH3 


(CH 2 ) 2 


NH 


H 


T 


(CH 2 ) 5 OH 


3016 


4-UMeo-(2-N-morpnolinoethoxy) 


CH 3 


(CH 2 ) 2 


NH 


H 


V 


4-OH-Ph 


3017 


4-OMeo-(z-N-morpnolinoethoxy) 


CH 3 


(CH 2 ) 3 


X IT T 

NH 


H 


T 


2-Py 


3018 


4-OMe-5-(2-N-moipnohnoethoxy) 


CH 3 


(CH 2 ) 3 


NH 


H 


V 


3-Py 


3019 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 3 


NH 


H 


2' 


4-Py 


3020 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 3 


NH 


H 


T 


4-NH 2 -Ph 


3021 


4-OMe-5-(2-N-morphohnoethoxy) 


CH 3 


(CH 2 ) 3 


NH 


H 


2* 


4-N0 2 -Ph 


3022 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 3 


NH 


H 


V 


3-NH 2 -Ph 


3023 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 3 


NH 


H 


V 


3-N0 2 -Ph 


3024 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 3 


NH 


H 


V 


2-NH 2 -Ph 


3025 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 3 


NH 


H 


V 


2-NO r Ph 


3026 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 3 


NH 


H 


T 


CH r 2-Py 


3027 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 3 


NH 


H 


V 


CH 2 -3-Py 


3028 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 3 


NH 


H 


V 


CH 2 -4-Py 


3029 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 3 


NH 


H 


V 


a 


3030 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 3 


NH 


H 


V 




JVJ 1 


4-OMe-5-(2-N-rnorpholinoethoxy) 


f u 

LH3 


(<-H 2 )j 


XI IT 

iNH 


u 
H 


I 


l^NMe 


3032 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ), 


NH 


H 


V 


I NMe 


3033 


4-OMe-5-(2-N-morphoIinoethoxy) 


CH 3 


(CH 2 ), 


NH 


H 


V 


(CH 2 ) 5 OH 


3034 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 3 


NH 


H 


V 


4-OH-Ph 


3035 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 2 


O 


H 


V 


2-Py 


3036 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 2 


O 


H 


V 


3-Py 


3037 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 2 


0 


H 


V 


4-Py 


3038 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 2 


O 


H 


2' 


4-NH r Ph 


3039 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 2 


O 


H 


V 


4-N0 2 -Ph 


3040 


4-OMe-5-(2-N-morphoIinoethoxy) 


CH 3 


(CH 2 ) 2 


O 


H 


V 


3-NH 2 -Ph 


3041 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 2 


O i 


H 


V 


3-N0 2 -Ph 


3042 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 2 


O 


H 


V 


2-NH r Ph 


3043 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 2 


O 


H 


V 


2-NO r Ph 


3044 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 2 


O 


H 


V 


CH 2 -2-Py 


3045 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 2 


O 


H 


V 


CH 2 -3-Py 


3046 


4-OMe-5-(2-N-morpholinoethoxy) 
— — — n i-L 


CH 3 


(CH 2 ) 2 


O 


H 


V 


CH 2 -4-Py 


3047 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 2 


0 


H 


V 


Oh 


3048 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 2 


0 


H 


T 




3049 


4-OMe-5-(2-N-morpho!inoethoxy) 


CH 3 


(CH 2 ) 2 


0 


H 


T 


l NMe 


3050 


4-OMe-5-(2-N-morphoIinoethoxy) 


CH 3 


(CH 2 ) 2 


0 


H 


T 




3051 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 2 


0 


H 


V 


(CH 2 ) 3 OH 


3052 


4-OMe-5-(2-N-rnorpholinoethoxy) 


CH 3 


(CH 2 ) 2 


0 


H 


T 


4-OH-Ph 


3053 


4-OMe-5-(2-N-morphoiinoethoxy) 


CH 3 


(CH 2 ) 3 


0 


H 


T 


2-Py 


3054 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 3 


0 


H 


V 


3-Py 
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3055 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 3 


0 


H 


T 


4-Py 


3056 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 3 


0 


H 


T 


4-NH 2 -Ph 


3057 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 3 


0 


H 


T 


4-N0rPh 


3058 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 3 


0 


H 


T 


3-NH r Ph 


3059 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 3 


0 


H 


T 


3-N0 r Ph 


3060 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 3 


0 


H 


T 


2-NH r Ph 


3061 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 3 


o 


H 


T 


2-N0 2 -Ph 




4-OMe-5-r2-N-morohoIinoethoxv^ 


CH 3 




o 


H 


T 


CH 2 -2-Py 


3063 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 3 


0 


H 


T 


CH 2 -3-Py 


3064 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 3 


0 


H 


T 


CH 2 -4-Py 


3065 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 3 


0 


H 


T 


Oh 


3066 


4-0Me-5-(2-N -morphol inoethoxy) 


CH 3 


(CH 2 ) 3 


o 


H 


2 




3067 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 3 


0 


H 


T 




3068 


4-OMe-5-(2-N-morpholinoethoxy) 


CH 3 


(CH 2 ) 3 


0 


H 


T 




iUoy 


4-uivie-D^z-iN-rTiorpnoiinoeinoxy) 


v^n 3 


<cn 2 ) 3 


n 


n 


z. 


^n 2 ^5V7n 


30/U 


4 -OMe-5-(2-N-morphol inoethoxy) 


^n 3 




n 


n 


z. 


4-DH-Ph 

T vl 1 III 


OAT I 

30/1 


-j-Ujvjc 


Ap» 




\J 


n 


4' 


Rn 


JU/z 


4-Un-j-UMe 


net 




MU 

is n 


u 
n 


4* 




1 ATI 

30/3 


4-UriO-UIVie 


AE» 

L/C. 1 


l<-™2)2 


]N n 


u 
n 






O A*7 /I 

3074 


4-Uri-j-lJIVie 




(CH 2 ; 2 


MR 


n 


4* 


4-Pv 
f ry 


3075 


4-UriO-UMe 




(CH 2 ) 2 


iNri 


i_j 
n 


4' 


H 1NU2 Til 


3076 


4-OH-5-OMe 


OEt 


(CH 2 ) 2 


NH 


H 


4' 


3-NH 2 -Ph 


3077 


4-OH-5-OMe 


OEt 


(CH 2 ) 2 


NH 


H 


4' 


3-N0 2 -Ph 


3078 


4-0H-5-0Me 


OEt 


(CH 2 ) 2 


NH 


H 


4* 


2-NH 2 >Ph 


3079 


4-OH-5-OMe 


OEt 


(CH 2 ) 2 


NH 


H 


4' 


2-N0 2 Ph 


JvJoU 








IN II 


H 


4' 


CH 2 -2-Py 


3081 


4-0H-5-0Me 


OEt 


(CH 2 ) 2 


NH 


H 


4' 


CH 2 -3-Py 


3082 


4-OH-5-OMe 


OEt 


(CH 2 ) 2 


NH 


H 


4' 


CH 2 -4-Py 


3083 


4-OH-5-OMe 


OEt 


(CH 2 ) 2 


NH 


H 


4' 


Oh 


3084 


4-OH-5-OMe 


OEt 


(CH 2 ) 2 


NH 


H 


4' 




3085 


4-OH-5-OMe 


OEt 
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Sl-jjlOt^T, Py tttT'J^;i/S» Ph te7x:i;i/g> Mett^^^S. 

Et &x7;n, 'Pr fiy^-7;uypf;i/S, Ac te7-fe7;u^ n Bu«y;uv^7* 

7;WS> Bn a^/y^i. c-Pen liy^ wO?)1,&. c-Hex B^DA+y^ 
i, c-Hep 2 Tr ti-f V 7*a tT^S. Nap tt^^gfc*- 

tm. mm, mi&MtizvmamteVib, mmft. at, 

^fcO 0.1-100 mg/kg<DfBB, $f£L<te 1-10 mg/kg ©«5fflTf. ^lelXlii 
*H©«5fe*©SBIT&S#S 5 F 1 1 - 2 8 1 2 7 1 *f 

¥i 1-29078 vmDwnmztzm-zftfzn^Q^-tZo 
i 

N-7x-JH'-H-[H, 5-7* h + y-2-Xh^y*Ms-^7i-W7$; 
A^#-JH7i-JH ^1/7 1) 
0.75 g © 4,5-S>* h*->-2--hD£m#K£x*7-;P 100 ml fC&^Lfc 
3 ml ^iDATiicitT 18 ftHSMLft Lfc. ^%?miti- h 'J 0 AzK^&T- 
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+ ^ffiLfc@#£$J3l2§®, *Sfe&l£JgsU 0.53 g <D&&®&Z'&tz. 
3l£3*c£ 0. 30 g0:®lfti 60 mg <D 5X Pd/C £x^y-;P 20 ml HflB*., 7k 
££ffl&~r\ 14 P*Rllfll#Lfc. £M£?t$U »fBt*«*-r* - £ T* 

0. 27 g0 2-7$;-4,5-y> h+^ISlX^H^TJ^efelfttHi 

3l£3£fT0. 26 sCDZOmfcZi?? UU*5> 20 ml tiS^UfefttO. 27 g© 
4-- h ci'J H t 0. 5 ml <D h U X^)V7 5 ><&JBAT^fiT 30 

87^y«)AT?m ass/^y-K^aeisi/. o. 36g 

0. 36 g 0^©@#:<h 50 mg <D 5%Pd/C £;<^y-;U 100 ml iCjnAfc 
^t*^Hffl^T. ifit 32 P#|BJ«#l/fc. II«IbT 
0. 28 g <73 2- (4-75/7x-;U) ;i/#XJU7 5 / -4. 5-v* h * 

90 mg (DZOmfc. 0.24 g ©7xzMV^7*-h. 0. 12 g CD h 
>Jx^Jl/7 5>^h;l/X> 20 ml KlJjDAfc&fcJaSST 18 WfMaM*tfc. EfciR 
* 7KK * »t ^ P O ^ ^ >«lffl *ff ^ , & "7 2/ ^ A 

J^v^PD/^>: rax?-JP=10:l--y : JU= 30 : 1) . 

'H-NMR (DMS0-d 6 . 270MHz) 5 ppm : 1.35 (t, J = 7. 2 Hz. 3H) . 3.80 (s, 3H) , 
3.88 (s. 3H) . 4.37 (q, J = 7. 2 Hz, 3H) , 6.99 (t, J = 7. 3 Hz. 1H) , 
7.30 (i, 3H) . 7.48 (d, J = 7. 5 Hz. 2H) . 7.48 (s. 1H) , 7.67 (d. J = 
7.3 Hz, 2H) , 7.90 (d. J = 8. 9 Hz. 2H) , 8.45 (s. 1H) , 9.05 (s. 1H) , 
9. 31 (s. 1H) . 11. 75 (s. 1H) 

N-(4-x hD7xx;i/)-N , -(4-[(4. h*->-2-x h+y*;V*z;i/7i 

-)l)7S.;t> )V#=.M 7 x x ;H -)l/7 UtGWg^ 25) 
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'H-NMR (DMSO-d 6 > 270MHz) 6 ppm : 1.35 (t, J = 7. 2 Hz, 3H) . 3.80 (s, 3H) . 
3.88 (s. 3H) . 4.37 (q. J = 7. 2 Hz, 2H) . 7.48 (s. 1H) ,7.71 (m, 4H) , 
7.92 (d. J = 8. 9 Hz. 2H) , 8.22 (d. J = 9. 2 Hz. 2H) * 8.43 (s. 1H) , 
9.40 (s. 1H) . 9.65 (s, 1H) , 11.76 (s. 1H) 
«#I3 

N _ (4_ 7 5 j 7 x - M -N' - H- [ (4, h * v-2-X h * JWtfxJW? x 

-JH73;*M-iH7iZJH -7U7 (fb£tl#^ 28) 

^^J2t?^^Lfc'fb^^90 mg, 5*Pd/C 20 mgSrX^/-^ 10 ml KiOAfc 
^(iTK^^iamT, £iBT 14 l$ISHfi#Lfc. Kfttt&ttiA, »IIU » 

9> \ *9 J—ft= 50 : 1) , ^sE<b£tl£50 ag^fc. 

■H-NMR (DMS0-d 6 » 270MHz) <5 ppm : 1.35 (t, J = 7. 2 Hz, 3H) , 3.80 (s. 3H) , 

3.87 (s. 3H) , 4.37 (q. J = 7. 2 Hz, 2H) . 4.80 (s, 2H) . 6.52 (d, J = 
8.1 Hz, 2H) . 7.10 (d, J = 8. 9 Hz. 2H) , 7.48 (s, 1H) . 7.63 (d. J = 8. 9 
Hz, 2H) . 7. 87 (d. J = 8. 9 Hz, 2H) > 8. 22 (d. J = 9. 2 Hz, 2H) . 8. 42 (s, 
1H) . 8.45 (s. 1H) . 9.03 (s, 1H) > 11. 74 (s. 1H) 

N-(4-7J^a7i^;H-N'-[4-[(4. 5-v* h + ~>-2-x h + -> ft x )V 
7irJH7$;*M^H7i-iH OU7 Mb£*l#*t 19) 

2 _ (f7$y7i^l/) -AM^7Sy-0-^b + ^ItKxf;H 
60 ng, 0. 11 g (D 4-7MD7X-M 7->7*~ K 70 mg <D 
^75yf'Jy>^fh7t h'077> 20 ml iCjUPAfc^HC 70*CT 5 HtHS 

xmmv mmm%i;2na*$>> mx^ji^io^-^^po*^ •• 

y-;i/= 30: 1) , &&®&tlsT. ^!Bte£&£60 nigt#fco 

■H-NMR (DMS0-d 6 , 270MHz) 5 ppm : 1.35 (t. J=7. 2Hz. 3H) . 3.80 (s. 3H) . 

3.88 (s. 3H) . 4.37 (q. J = 7. 2 Hz. 2H) . 7.14 (t, J = 6. 2 Hz, 2H) . 
7.48 (s. IH) . 7.49 (dd, J = 3. 8, 8.6 Hz, 2H) . 7.67 (d. J = 8. 6 Hz, 
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2H) , 7.89 (d. J - 8.9 Hz, 2H) . 8.44 (s, 1H) > 9. 12 (s. 1H) , 9.34 (s, 
1H) , 11.75 (s, 1H) 

N -(4-X h^y*j^^7x-JH-N'-|4-[(4, 5-v* h^H-Ih + y* 
^^^7i-JK 7S ;*M-JH7i-;H «t£%>$n 14) 

'H-NMR (DMSO-dj. 270MHz) <5 ppm : l. 32 (m, 6H) > 3.80 (s. 3H) . 3.88 (s, 

3H) . 4.33 (m. 4H) . 7.48 (s, lH) , 7.62 (d. J = 8. 4 Hz, 2H) , 7.68 (d, 

J = 8. 6 Hz, 2H) , 7. 91 (m. 4H) , 8.44 (s, 1H) . 9.29 (s. 1H) » 9.34 (s. 
1H) . 11.76 (s, 1H) 

$-(4-7±3-)l,7 x^;H-N , -[4-[(4, 5-v/ h*y-2-lh*">A^-^ 
7i-JH75^M-iH7i-JH 01/7 iitGtott 12) 

'H-NMR (DMSO-d B , 270MHz) 5 ppm : 1.35 (t, J = 7. 2 Hz. 3H) . 3.80 (s. 3H) , 
3.88 (s. 3H) . 4.37 (q, J = 7. 2 Hz, 2H) , 7.48 (s. 1H) , 7.62 (d. J = 
8.9 Hz. 2H) . 7.68 (d. J = 8. 9 Hz, 2H) . 7.93 (m. 4H) , 8.44 (s. 1H) . 
9. 34 (s, 1H) , 9. 38 (s, 1H) . 11. 76 (s, 1H) 

N-(4-* h^-/7i-;H-N'-(fl(4, l-V* h*->-2-xh*->;t7Jl/#n;i/ 
7i^H7^i)M^H7i-JH 9ls7UtGto&* 35) 

'H-NMR (DMS0-d 6 , 270MHz) <5 ppm : 1.35 (t, J = 7. 2 Hz. 3H) . 3.73 (s, 3H) . 
3.80 (s. 3H) , 3.88 (s. 3H) , 4.37 (a. J = 7. 2 Hz. 2H) . 6.89 (d. J = 
9. 2 Hz, 2H) , 7. 38 (d, J = 8. 6 Hz. 2H) , 7. 48 (s, 1H) , 7. 65 (d. J = 8. 9 
Hz, 2H) . 7.89 (d. J = 8. 9 Hz, 2H) . 8.45 (s. 1H) . 8.73 (s, 1H) .9.11 
(s. 1H) . 11.75 (s. 1H) 

N-(2-* h^->7i-JH-N'-[4-[R 5->** h*'>-2-ih*j'»;i'*-^ 
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7i-;H7S/^M-JH7xZJH 0U7(ik£®&^ 37) 

'H-NMR (DMSO-d,, 270MHz) d ppm : 1.35 (t. J = 7. 2 Hz, 3H) , 3.80 (s, 3H) , 
3. 88 (s, 3H) . 3. 89 (s. 3H) , 4. 37 (q, J = 7. 2 Hz. 2H) , 7. 00 (m, 3H) , 
7.48 (s, 1H) . 7.66 (d, J = 8. 4 Hz. 2H) . 7.90 (d. J = 8. 9 Hz. 2H) . 
8.13 (dd. J = 1.6. 7.3 Hz, 1H) , 8.41 (s, 1H) . 8.45 (s. 1H) , 9.75 (s, 
1H) , 11.76 (s. 1H) 

'H-NMR (DMS0-d 6 , 270MHz) 6 ppm : 1.35 (t. J = 7. 2 Hz. 3H) , 3.74 (s. 3H) , 
3.80 (s. 3H) , 3.88 (s. 3H) . 4.37 (a. J = 7. 2 Hz. 2H) , 6.58 (dd. J = 
2.4. 8.1 Hz. 1H) . 6.96 (d. J = 9. 5 Hz. 1H) , 7.20 (m. 2H) , 7.48 (s. 
1H) > 7. 66 (d. J = 8. 6Hz. 2H) . 7. 90 (d. J = 8. 9 Hz. 2H) . 8. 44 (s. 1H) , 
8. 97 (s. 1H) . 9.21 (s. 1H) > 11.75 (s, 1H) 

mmm 10 

N-(3. 4. 5-hU^h^->7xZjM-N , -(f[(4, 5- i> * h * ->-2-x h * «>* 
jH^7i^H7Sy*^H7i-M ^U7(fk^%#^ 101) 

^M4 £PI$©#ftT^iBft;£i»££fifcLfc. 
'H-NMR (DMSO-d 6 , 270MHz) <5 ppm : 1.35 (t. J = 7. 2 Hz. 3H) , 3.61 (s. 3H) , 
3. 76 (s, 6H) . 3. 80 (s, 3H) , 3. 88 (s, 3H) 4. 37 (q. J = 7. 2 Hz, 2H) . 
6.83 (s, 2H) . 7.48 (s, 1H) . 7.67 (d. J = 8.4 Hz, 2H) , 7.90 (d, J = 8. 9 
Hz, 2H) . 8.44 (S. 1H) , 8.93 (s. 1H) . 9.19 (s. 1H) . 11.74 (s, 1H) 

%mm 11 

N-(3-k*U vJU)-N'-[4-[(4, 5-v;* b^->-2-x h + y^jl/t^^7i-;H 7 
5 7*M^M7iXJH 0U7«kG®%^ 972) 

'H-NMR (DMS0-d 6 , 270MHz) <5 ppm : 1.35 (t. J = 7. 2 Hz. 3H) . 3.80 (s. 3H) . 

151 



WO 01/25190 



PCT/JPOO/06667 



3.88 (s. 3H) , 4.37 (q, J = 7. 2 Hz, 2H) , 7.34 (m. 1H) , 7.48 (s. 1H) . 
7.69 (d. J = 8.6 Hz, 2H) . 7.90 (d. J = 8. 9 Hz. 2H) , 7.97 (d. J = 8. 9 
Hz, 1H) , 8.20 (d, J = 4.3 Hz. 1H) , 8.44 (s. 1H) , 8.66 (s. 1H) > 9.50 
(s, 1H) , 9.70 (s. 1H) , 11.75 (s. 1H) 

12 

N-^>vJl/-N'-[4-[(4. h + h + y*J^^Jl'7i-iH 75 y 

i)j^-;H7x-JH 0l>7{<t&to&% 112) 

'H-NMR (DMS0-d 6 . 270MHz) 6 ppm : 1.34 (t. J = 7. 2 Hz. 3H) , 3.80 (s. 3H) . 
3.87 (s. 3H) , 4.37 (m, 4H) . 6. 99 (t. J = 6. 5 Hz. 1H) . 7.28 (m. 5H) . 
7.47 (s. IH) . 7.61 (d. J - 8. 6 Hz, 2H) , 7.84 (d, J = 8. 9 Hz, 1H) . 
8.44 (s. 1H) , 9. 18 (s, IH) . 11.72 (s, 1H) 

%mm 13 

N- v 0 P - 14- [ (4. 5- V * Y * v-2-X h * s siJ)V#-)l 7 x 

75;i]M-JH7x-;H 0U7 (itt;®)^ 103) 

'H-NMR (DMSO-d,. 270MHz) <5 ppm : 1.20 (m. 6H) . 1.34 (t. J = 7. 2Hz. 3H) . 
1.65 (m. 4H) . 3.48 (m, IH) . 3.79 (s. 3H) > 3.87 (s. 3H) . 4.37 (m. 
4H) , 6.42 (d, J = 7. 8 Hz. IH) . 7.47 (s. IH) . 7.57 (d. J = 8. 9 Hz. 
2H) . 7.83 (d, J = 8. 9 Hz. IH) , 8.45 (s, IH) > 8.88 (s, IH) . 11.72 (s, 
IH) 

mmm m 

7S;*M-)H7x-JH VU7i<tGto&*% 107) 

'H-NMR (DMS0-d 6 , 270MHz) 6 ppm : 0. 90 (t. J - 6. 7 Hz. 3H) , 1.27 (m. 4H) . 
1.34 (t, J = 7.2 Hz. 3H) . 3.10 (q. J = 5. 7 Hz. 2H) . 3.80 (s. 3H) , 
3.87 (s, 3H) , 4.37 (m. 4H) . 6.45 (t, J =5.4 Hz, IH) , 7.47 (s. IH) > 
7.59 (d. J = 8.9 Hz. 2H) , 7.83 (d. J - 8. 6 Hz, IH) , 8.45 (s. IH) , 
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8.98 (s. 1H) . 11.72 (s, 1H) 

%mm is 

N- 7 x - )V-W - [4- [ (4, 5- i? * h * v-2-X b- * : yfi )\># - ;U 7 x ~ M 7 5 J 
jjM-iH7i^H ^tVUT (it&®&^ 315) 

'H-NMR (DMS0-d 6 , 270MHz) 6 ppm : 1. 35 (t. J = 7. 2 Hz, 3H) , 3.80 (s. 3H) » 

3.88 (s. 3H) , 4.37 (q. J = 7. 2 Hz. 2H) , 7.14 (t, J = 6. 8 Hz, 1H) . 
7.35 (di. 3H) . 7.48 (a. 3H) . 7.76 (d, J = 8.9 Hz. 2H) . 7.91 (d. J = 
8.9 Hz, 2H) , 8.44 (s, 1H) , 10.21 (s, br, 2H) , 11.80 (s, 1H) 

MM® 16 

N-7i-;H'-[3-[(4, 5-vp< H + h*i/*MnJV7zi^) 75 > 

AM-JH7i^H t>V7[\t^m^n 691) 

'H-NMR (DMS0-d s . 270MHz) <5 ppm : 1.34 (t. J = 7. 2 Hz. 3H) ,3.81 (s. 3H) . 

3.89 (s, 3H) . 4.36 (q, J = 7. 2 Hz. 2H) . 6.99 (t. J = 7. 3 Hz, 1H) , 
7. 29 (t. J = 8. 3 Hz, 2H) . 7.49 (m, 5H) » 7.23 (m. 1H) > 8.08 (s, 1H) , 
8.42 (s, 1H) . 8.92 (s. 1H) . 9.13 (s, 1H) . 11.76 (s, 1H) 

N-7i-JH'-[2-[(i h + y-2-Ih+y*^^7i--lW7$7 

*Jl/#-;H7i-JU 9U7Mfc£ttM 692) 

'H-NMR (DMSO-d,. 270MHz) <5 ppm : 1.35 (t. J - 7. 2 Hz, 3H) , 3.80 (s, 3H) . 
3.88 (s, 3H) . 4.37 (q. J = 7. 2 Hz. 2H) , 6.96 (t. J = 7. 3 Hz. 1H) > 
7. 16 (t. J = 7. 8 Hz, 1H) . 7.26 (t, J = 7. 3 Hz, 2H) . 7.51 (m, 4H) , 
7.80 (d. J = 7.0 Hz, IH) . 8.12 (s. 1H) . 8.20 (d. J = 5. 7 Hz. 2H) » 
9. 61 (s. 1H) . 9.79 (s. 1H) . 11.47 (s, 1H) 

%mm is 

-JH7XZJH VU7«t&m&n 158) 
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0.66gO4.5-v/ b*z/-2--hu£M.mmt 5 ml ©Mft-i^^OD* 
)Vh 40 ml KiJQATiSilST 6 l*raHt#LfcK»ttbfc. i^v^D^> 
20 ml Kigfrbfc&tc, tK?ST7> ; E-77K 20 ml £jDAfc&, iSTT 10 # 
MUIffLL Hl^lStTlgL, 0. 20 g <D 5$ Pd/C 

y-)V 50 ml KjHP*., TK^^SmT, ^T&T 19 f^jf # Lfc., £&i££ilti§U 
^^llSTS-<tT 0. 55 g (D 2-7$7-4,5-y^ b*->^>X75 

0. 55g (DC1(D@^$v^pp^^> 50 ml KJSfrUfcffcfc 2. 00 g 
4-zho$ifH^aU F£ 2 ml <D h 'J X^JU7 5 >£in*.T^ST 6 HtPelil 

TO. 72 g 0 2- (4--hD7i^JW )Vft-)V7 5 / -4, 5-i>* h * is* >X 
0. 68g (DZCDmfct 0. 10 g CD 5% Pd/C £j**y-JI/ 50 ml IztU^fz 

mzTummw^T. ist 40 &#ppUt#Lfc. s^^atii, in$£?fia&L 0. 35 

g©2- (4-75/7xZjW -^;U#-J|/7 5y-4, 5->>* h*->'<>X7S H* 

$\%W,Z 0. 12 g <DZ.<DmW. 0. 14 g ©7x-JKV->7^-h- 0. 10 g CD 
4-/^^7 5 7 t°'J v>£7 h7t Fo77> 30 ml KJnAfc&lC 70T;T 4 

fc«fcoTffl«b {®&®& ! S9un*?> :,Mx^=20:l-v£ dd** 
>:**/-;W= 30 :1) , S£@&chLT> ^BEHfc^** 80 mgttfe. 
'H-NMR (DMSO-d,, 270MHz) <5ppm:3. 81 (s, 3H) , 3.84 (s, 3H) . 7.00 (t, J 
= 8.1 Hz, 1H) > 7. 30 (t. J = 8.4 Hz. 2H) , 7.44 (s. 1H) . 7.47 (d, J = 
7.9 Hz. 2H) . 7.64 (n. 3H) . 7.87 (d. J = 8. 6 Hz. 2H) . 8.31 (s. 1H) , 
8.53 (s. 1H) , 8.87 (s. 1H) . 9.13 (s. 1H) , 13.21 (s. 1H) 

nmm 19 

N-7x-^-N'-(4-[(4. 5-x* V^'s-l-tDin^ )V-? jl~M7 Z StDlX 
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-M7x=.)V) -W-*?)10U7 Mb£*J#*t 976) 

nig. 60 mg 0hFP + y^>XhU7V'-^ (HOBt) . 50 Dig ©HJx^;U7 5 
>. 70 mg (D 4-^^7 5 y^JRSK* DMF iUoAT 30 #W»#Lfc&K. 80 
mg co l-x?Jk3- [3- (y / f iV7 5 7)^0 fJH J^y-f $ KJftBtt (WSCI) 

?>to&*m\ «i^l7«l-7^^yC;ATm, SSSv 

0Efi6x3\>l/=3O:l — v£nP**> : *9 J—)V= 50 : 1) , 80mg (DSfeB&S: 

o 

§l#^#30 ngWdOHft, 60 ng©7z-;wyy7^-h. 30 mg E> 4-v 
/W5;fUy>^ff7kFa77> 10 ml tCiOAfc&lC 70*CT 6 mm 

/^y-;p= 30 : 1) , S&@ft<hLT> mZik&VoZ 20 mgt#7c„ 

'H-NMR (DMS0-d 6 , 270MHz) 5 ppm : 3. 35 (s. 311) . 3.81 (s, 3H) , 3.85 (s, 

3H) . 6. 97 (t, J = 8. 5 Hz, 1H) , 7. 25 ( t, J = 8. 4 Hz, 2H) . 7.45 (m. 

5H) . 7.68 (s. 1H) , 7.94 (d, J = 8. 1 Hz, 2H) . 8.33 (s. IH) . 8.53 (s, 
1H) . 8. 59 (s, 1H) , 13. 32 (s. 1H) 

mmm 20 

N-7i-JH'-[3-[(4, 5-v 5 / V* ; s-l-ti )Vn*:1 )IZ> x.-)\>) 75 J %M 
-jH-4-fUy'iH OUT Mfc£«M 971) 

%mm 19 tmrncD^m-cmiit^^^^rco 

•H-NMR (DMS0-d 6 , 270MHz) 6 ppm : 3.82 (s, 3H) . 3.85 (s, 3H) . 7.02 (t. 
J = 7. 3 Hz. 1H) . 7.32 (m. 3H) , 7.46 (s. 1H) . 7.51 (d. J = 5. 1 Hz, 
2H) . 7. 69 (dd. J = I. 9. 5. 1 Hz, 1H) . 8. 12 (s. 1H) , 8. 25 (d, J = 2. 4 Hz. 
1H) . 8.47 (d. J = 5.4 Hz. 1H) > 8.57 (s, 1H) , 9.33 (s. 1H) . 9.83 (s. 
1H) , 13.33 (s. 1H) 
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mmm2\ 

N- 7 x - ^-N* - [4- [ (4, 5- V * h + ;P A -; E -f Jl/7i-JH7S;AM 

-;n-2-t:u^;n ou7(it&®%n 972) 

'H-NMR (DMSO-d 6 . 270MHz) 6 PPm : 3.82 (s. 3H) , 3.84 (s. 3H) . 7.04 (t. 

J = 7.3 Hz. 1H) . 7.33 (t. J = 7. 8 Hz. 3H) . 7.46 (s. 1H) , 7.54 (d, J = 

7.0 Hz. 2H ) . 7. 73 (s. 1H) . 7.79 (d, J = 8. 9 Hz. 1H) . 8.21 (dd, J = 

2.4, 8.6Hz, 1H) . 8.36 (s, 1H) » 8.48 (s, 1H) . 8.83 (d. J = 2. 1 Hz. 
1H) , 9.86 (s, 1H) . 10.20 (s. 1H) . 13.35 (s. 1H) 

nmm 22 

N-7x-;H'-[4-[(4. h^->-2-*;i/A* ; e-r;i/7x-;i/) 7^ J *ju# 

-JH-3-/h + y7x~;H t>V7 Hk^«## 726) 

'H-NMR (DMSO-d 6 , 270MHz) <5 ppm : 3. 81 (s. 3H) » 3.84 (s. 3H) . 3.99 (s. 
3H) . 6.99 (t. J = 7. 3 Hz. 1H) . 7. 31 ( t. J = 8. 1 Hz. 2H) , 7.46 (s. 
1H) . 7.49 (m. 2H) . 7.58 (s. 1H) , 7.73 (s, 1H) , 8.33 (s. 1H) , 8.36 
(s, 1H) . 8. 56 (d. J = 3. 5 Hz, 2H) . 9. 49 (s. 1H) . 13. 29 (s. 1H) 

mmm 23 

H-7i-;H'-[3-|I4, 5-v* b^'y-l-tDin^:^ )V7 x.=.)l)7 Z y tDlyfi 
-JH-4-/h + ->7i-JH 0V7(\t&m%^ 727) 

mmm 19 tmm(Dj5mx*mi<t&®$:'£i&Lto 

'H-NMR (DMS0-d 6 , 270MHz) 5 ppm : 3. 81 (s. 3H) , 3.84 (s. 3H) , 3.98 (s. 

3H) , 6.98 (t. J = 7. 3 Hz. 1H) , 7.19 (d, J = 8. 4 Hz. 1H) , 7.30 (t, J = 

7.8 Hz. 1H) . 7.44 (s. 1H) , 7.46 (t. J = 7. 8 Hz. 2H) , 7.60 (dd, J = 

2.1, 8.1 Hz. 1H) > 7.63 (s. 1H) . 8.29 (s. 1H) . 8.38 (s. 1H) . 8.53 

(s, 1H) , 8.79 (d. J = 2.4 Hz. 2H) . 9.37 (s. IH) , 13. 14 (s. 1H) 

nmm 24 

N-7x-;H'-[4-[(4, 5-v* h**>-2-*;i'A ; E'f^7zZJW75>'A;^ 
-JMfiH7i-;H fU7 Mfc£*M 748) 
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%mm 19 tmno)J5&T'%mtGy>zGi8.Lfcc 

'H-NMR (DMSO-d,. 270MHz) 6 ppm : 3. 59 (s. 2H) , 3.76 (s, 3H) , 3.77 (s, 
3H) . 6.95 (t. J = 8. 1 Hz, 1H) , 7.24 (id. 9H) . 7. 56 (s. 1HK 8.16 (s, 
1H) , 8.28 (s, 1H) > 8.76 (s. 2H) > 12. 13 (s. 1H) 

mmm 25 

N- 7 x =. )V-W - [4- [ (4. 5- i? * V * ->-2-# ^H;i/7i-M75;* 
-jux^;H7x^;H 0U7 (it&%}%n 751) 

%mm 19 tm®<Di5fer*miik&M$:&i$.Lfc. 

'H-NMR (DMSO-oV 270MHz) <5 ppm : 2. 61 (t, J = 7. 6 Hz, 2H) , 2.87 (t, J = 
8.4 Hz, 2H) , 3.78 (s, 6H) > 6.94 (t, J = 7. 6 Hz. 1H) , 7. 15 (d, J = 8. 4 
Hz, 2H) . 7.26 (t, I = 8.4 Hz. 2H) , 7.35 (s. 1H) , 7. 36 ( d. J = 8. 4 Hz. 
2H) , 7.44 (d. J =7.8 Hz. 2H) . 7.56 (s. 1H) . 8.17 (s. 1H) . 8.29 (s. 
1H) . 8. 73 (s. 1H) . 8. 77 (s. 1H) . 12. 12 (s, 1H) 

mmm 26 

N- [4- [ (4. 5-x* h=lr5/-2-*^'f^7i-JH75;*M-JH7z = 
M-W -t^fr-W -7 x=-)lO (lt£%)%n 977) 

2- (4-75 J 7i-W -#;U#^;W75 7-4, 5-v* h*ist>X7 5 K 
0.11 g£THFlO ml C*A»UfcftC 0. 50 g <D N-7 x - JV-H-^JViJJV^^ )V 
joUKtl ml (D~J-i V7'Dh'JHWS >J0Av il SfcT 16 B#Pp1lt^ Lfc. 
K M £ ?k K & T v £ □ D ^ ? >*fi tti £ ft ^ ^7j< BtR "7 ->9A T 

'H-NMR (DMS0-d 6> 270MHz) 5 ppm : 3. 29 (s. 3H) . 3.81 (s. 3H) . 3.83 (s, 
3H) . 7.27 (t, J = 6. 8 Hz. 1H) . 7.44 (m. 5H) , 7.63 (m. 3H) , 7.80 (d, J 
= 8.9 Hz, 2H) . 8.30 (s. 1H) , 8.52 (s. 1H) , 8.53 (s. IH) . 13.18 (s, 
IH) 

mmm n 

JH-NJ'-y/fJH'^xZJ^l/J (ft^«5#^ 978) 
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'H-NMR (DMS0-d 6 . 270MHz) a ppm : 3. 12 (s, 3HK 3.18 (s. 3H) , 3.81 (s. 
3H) . 3.83 (s. 3H) , 7.00 (m. 3H) , 7. 12 (m, 4H) , 7.44 (s. 1H) , 7.68 (m. 
3H) , 8.32 (s, 1H) . 8.49 (s. 1H) , 13. 18 (s. 1H) 

mmm 28 

N-(3. 4. 5-HJ* h^->7x-;i/)-N , -[4-[(4. + + 

>^ 792) 

%mm is tmu^^mat^^^^tco 

'H-NMR (DMS0-d 6 , 270MHz) 6 ppm : 3.61 (s. 3H) > 3.76 (s. 6H) . 3.81 (s, 

3H) , 3.84 (s, 3H) > 3.98 (s. 3H) . 6.81 (s. 2H) , 7.53 (m. 3H) , 7.74 

(s. 1H) » 8.33 (m. 2H) ,8.51 (s, 1H) , 8.55 (s. 1H) , 9.49 (s, 1H) » 
13. 28 (s, 1H) 

%mm 29 

N- 7 x - )l-W - [4- [ (4- / ? )V -2-tl )V n ^ -i )\> 7 x - )V) 7 5 J ti )V # - )V] 
7i-M 9 1/7 Ufc£«^ 633) 

'H-NMR (DMS0-d 6 . 270MHz) 6 ppm : 2. 32 (s. 3H) , 6.99 (t. J = 8. 1 Hz, 1H) , 
7.37 (m, 3H) , 7.48 (d. J = 7. 3 Hz, 2H) . 7.66 (m. 6H) . 8.36 (s, 1H) > 
8.59 (d. J = 8.9 Hz. 2H) , 9.00 (s. 1H) . 9.26 (s. 1H) . 12.73 (s. 1H) 
30 

N-7i^H , -(4-[(6-*Jl/A't-f JV-i. 4-^fl/>y*+y7i-JH757 
t))V#-)l]7 3L=-)l) OUT (fb£^#^t 652) 

%mw is tmo^m-cmat^^^^vrzo 

'H-NMR (DMS0-d 6 > 270MHz) <5 ppm: 6. 12 (s. 2H) . 6.99 (t, J = 7. 3 Hz, 1H) » 
7. 30 (t. J = 7.3 Hz. 2H) . 7.47 (d. J = 7. 9 Hz, 2H) » 7.50 (s, 1H) , 
7.63 (d. J = 8.9 Hz, 2H) , 7.71 (s, 1H) . 7.86 (d, J = 8. 4 Hz. 2H) , 
8.21 (s, 1H) . 8.36 (s, 1H) . 8.91 (s. IH) > 9.18 (s. 1H) . 13.28 (s, 
1H) 
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N-7 x =l )l-W - [4- [ (2-* JWN't-f * h * > 7 x - )V) 7 5 J ti )V# 
7i-JH 7W7 Mt£&#ft 631) 



'H-NMR (DMS0-d 6 , 270MHz) 6 ppm : 3. 89 (s. 3H) , 6.99 (t. J = 8. 1 Hz. 1H) . 
7. 30 (t. J = 7. 8 Hz, 2H) . 7.45 On. 4H) , 7.64 (m, 3H) , 7.97 (s, 1H) , 
8. 13 (d. J = 8.7 Hz. 2H) . 8.92 (s. 1H) . 9. 14 (s. 1H) . 12.37 (s. 1H) 



N _(4-x h + i/^;i^#-;U7x-;H-N , -[4-[(4. 5-v>* h + ^^^t'f 

;U7x-JH75 y *JUtH-JH 7i-;H 71/7 Mfc£«l#*t 171) 

'H-NMR (DMS0-d 6 > 270MHz) 6 ppm : I. 32 (t. J = 7. 3Hz. 3H) . 3. 81 (s. 3H) , 

3. 84 (s. 3H) , 4. 33 (q. J = 7. 3 Hz. 2H) . 7. 45 (s. 1H) , 7. 65 (m. 5H) . 

7.89 (m, 4H) , 8.32 (s. 1H) >.8.53 (s. 1H) . 9.46 (s. 1H) , 9.51 (s. 
1H) . 13.22 (s, 1H) 



N-7 i - JhN' - [3- I JW^-f I^W 7 S 7 ^M-JH7x~JH 
71/7 «t£ Mm ^ 916) 

mmm is tmmvijfk-vmzitswiz&f&^fco 

'H-NMR (DMS0-d s , 270MHz) <5 ppm : 7. 00 (t. J =7.3 Hz. 1H) . 7.30 (t, J = 
8.4 Hz. 2H) , 7.48 (d, J = 7. 8 Hz. 2H) , 7.78 (m. 7H) . 8. 11 (d. J = 5. 4 
Hz, 1H) . 8.93 (s. 1H) , 9.23 (s. 1H) , 12.31 (s, 1H) 

mmm 34 

N-7x^;l/-N , -[4-l(4. 5-y> 7-2-7J ^Mt-f )17 x - M 7 5 J ft 
z;H-3-/fJP7x-JH 71/7 Mfc£fc## 744) 

3iMM 19 £m&<Dl5&-?&$Hk&to&&fcl'fc' 
'H-NMR (DMS0-d 6 . 270MHz) 6 ppm : 2. 34 (s, 3H) » 3.81 (s. 3H) , 3.84 (s. 
3H) . 6.99 (t. J = 7.3 Hz. 1H) . 7. 31 ( t. J = 7. 3 Hz. 2H) . 7.44 (s. 
1H) , 7.49 (d. I = 7. 6 Hz, 2H) , 7.75 (m. 3H) , 8.16 (d. J = 7. 8 Hz, 
1H) , 8.33 (s. 2H) , 8.54 (s. 1H) . 9.38 (s. 1H) , 13.22 (s. 1H) 



mm 32 



J601J33 
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mmm 35 

N- 7 x - - [3- [ (4, 5-^ / h * ->-2-# )\>n±^ ^7i^JH7$yAM 
~)V]-\-*J-)V7 3L-)V) 7 1^7 Hb^#J#^ 745) 

'H-NMR (DMS0-d 6 , 270MHz) «5 ppi : 2. 33 (s. 3H) » 3.81 (s, 3H) . 3.84 (s, 
3H) . 6.97 (t. J - 7.3 Hz, 1H) . 7.37 (m, 7H) , 7.66 (s. 1H) , 8.30 (s. 
1H) . 8.38 (s. 1H) , 8.45 (s, 1H) , 8.54 (s. 1H) > 9.35 (s. 1H) . 13.21 
(s, 1H) 
£MM 36 

N-7xZJH'-[4-^ □;U-3-[(4, 5-5? * JWtt'l )V7 x.-)V) 7 

Sy^M'zJH7i-iU 71/7 746) 

HM^J 19 £HJ36©£ffiT£IEft£*9££j£bfc. 
'H-NMR (DMS0-d 6 , 270MHz) <5 ppm : 3. 82 (s, 3H) , 3.85 (s. 3H) , 7.01 (t. J 
= 7.3 Hz, 1H) , 7.31 (t, J = 8. 1 Hz. 2H) , 7.54 (m, 4H) . 7.68 (d, J = 
8.1 Hz, 2H) . 8.34 (s, 1H) , 8.50 (s. 1H) . 8.69 (s, 1H) . 8.78 (d. J = 
1.8 Hz, 1H) , 9.67 (s, 1H) , 13.34 (s, 1H) 

mmm 37 

N-7x-;i/-N'-[3-[(4, 5-v* h + y-2-*^A' ; E'f^7i^)H 75 
-;H-4-t Hd + ->7i-)H 71/7 «k£®%t^ 728) 

%mm 19 ^^©^jiTSfEfk^&^iSLfc. 

'H-NMR (DMSO-d,, 270MHz) 6 ppm: 3. 81 (s. 3H) > 3.84 (s. 3H) . 6.97 (m. 

2H) , 7. 29 (t. J = 7. 8 Hz, 2H) > 7.46 (m, 4H) > 7.60 (s, 1H) , 8.26 (s, 

1H) , 8.32 (s. 1H) , 8.54 (s, 1H) . 8.71 (d. J = 2. 2 Hz, 1H) , 9.34 (s. 
1H) , 13.22 (s, 1H) 

mmm 38 

N-7x-;V-N'-[3-[(4. 5-->** F + y-2-*)W : E'fJl'7i-iH7$ J * )VX 
-;U]-4-(2-(N-t;U* , J-^)xK*>/) 7i^H -71/ 7 Ut£^#*f 747) 

'H-NMR (DMS0-d 6 , 270MHz) 6 ppm: 3. 81 (s. 3H) . 3.84 (s, 3H) . 3.70 (m, 
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12H) . 6.99 (t. J = 7. 3 Hz. 1H) , 7.27 (i. 3H) . 7.50 (m. 4H) , 7.64 (s. 
1H) , 8. 23 (s, 1H) , 8. 29 (s. 1H) . 8. 53 (s, 1H) , 8. 75 (d. J = 2. 4 Hz. 
1H) , 9.43 (s. 1H) . 13. 15 (s. 1H) 

mmm 39 

N- 7 x - )V-W - [4- 1 (4. 5-5? * h * ->-2-* JWXt'f ^7xZjH75/^M 

-;H-2-^x-;H £U 7 975) 

'H-NMR (DMS0-d 6 . 270MHz) <5 ppm : 3. 81 (s. 3H) , 3.83 (s. 3H) » 6.92 (s. 
1H) > 6.99 (t. J = 8. 1 Hz, IH) > 7. 30 ( t. J = 8. 1 Hz. 2H) . 7.46 (m. 
4H) , 8.62 (s. 1H) » 8.31 (s. 1H) . 8.46 (s. 1H) . 9.00 (s. 1H) . 10.28 
(s. 1H) . 13.02 (s, 1H) 

mmm 40 

N- h ;i"f JUT - [4- 1 (4. 5-5?* h + «>-2-X h * )W*X x - )V) 7S7 

'H-NMR (DMS0-d 6 , 270MHz) 6 ppm : 1.35 (t. J = 7. 0 Hz. 3H) , 2.25 (s, 3H) . 
3.80 (s. 3H) . 3.88 (s. 3H) . 4.37 (q. J = 7. 0 Hz. 2H) , 7.10 (d. J = 
8.4 Hz. 2H) , 7.38 (d. J = 8. 4 Hz. 2H) . 7.48 (s. 1H) , 7.67 (d, J = 8. 9 
Hz, 211) . 7.89 (d. J = 8.9 Hz, 2H) . 8.45 (s. 1H) , 9.09 (s, 1H) , 9.43 
(s, 1H) , 11.75 (s, 1H) 

N- 7 x - )V-W - 13- [ (4. 5-S> * h * v-2-# ^A*x-f^7x-JV)7$/AM 
h + y) 7 x - JH C 1^7 (ft^tt#f 994) 

mmm 19 £PI«©:£feT£g3fc£«!££j£Lfc. 
•H-NMR (DMSO-d 6 . 270MHz) 6 ppm : 3.79 (s. 3H) , 3.80 (s. 3H) , 4. 63 (s. 
2H), 6.67 (m. 1H) , 6.96 (t. I = 7. 0 Hz. IH) , 7.04 (d. J = 8. 9 Hz. 1H) > 
7.24 (m, 4H) . 7.38 (s. IH) . 7.47 (d. J = 7. 8 Hz, 2H) ,7.61 (s. IH) , 
8.18 (s. IH) . 8.43 (s. IH) . 9.01 (s. IH) , 9.08 (s, IH) , 12.84 (s. 
IH) 
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mmm 42 

N- N-7th*^7i-JH -N' - (4- [ (4, 5- h * i/-2-t> JVA^-i )l7n- 
M7 3iyt))lX-)lJL?M7xZ.)l} ?U7 Mfc£»M 1073) 

19 <himi©#£T^fefc£4J3££j&bfco 
'H-NMR (DMS0-d 6 , 270MHz) <5 ppm : 2. 62 (t. J = 7. 3 Hz. 2H) , 2.88 (t, J = 
7.3 Hz, 2H) . 3.78 (s, 6H) . 7.17 (d, J - 8. 4 Hz, 2H) , 7.36 (m. 3H) , 
7.57 (m, 3H) , 7.89 (d, J = 8. 9 Hz, 2H) , 8. 18 (s. 1H) . 8.29 (s, 1H) , 
8. 86 (s, 1H) > 9.21 (s, 1H) . 12. 13 (s. 1H) 
43 

N- (3- \L U V)V) -N' - (4- [ (4, 5- i? * h * )Vn^ )V7 x 7 5 J t) 

;«-jHfM7i-;H VU7 Mb-&«5#^ 1071) 

mmm 19 tm^^mrmtat^^^^^Ltzo 

•H-NMR (DMSO-d 6 , 270MHz) 6 ppm : 2. 62 (t, J = 7. 3 Hz, 2H) , 2. 88 (t. J = 

7.3 Hz, 2H) . 3.78 (s, 6H) , 7.17 (d. I = 8. 4 Hz, 2H) . 7.33 (m. 4H) . 
7. 56 (s, 1H) > 7. 91 (IB. 1H) , 8. 17 (m. 2H) , 8. 29 (s, 1H) , 8. 59 (d. J = 

2.4 Hz, 1H) , 8.81 (s, 1H) . 8.91 (s. IH) . 12.13 (s, 1H) 

44 

N- (3-f'J ^;U)-N'-[4-l(4, 5-y7^tD-2-Xh*y*^^7x^JH 7 
$y*M^JH7i-)H 0V7 (it£M%^ 1094) 

■H-NMR (DMSO-d 6 . 270MHz) 6 ppm : 1.34 (t, J = 7. 2 Hz. 3H) , 4.37 (q, J = 
7. 2 Hz, 2H) . 7. 34 (m, 1H) . 7. 69 (d, J = 8. 6 Hz. 2H) , 7. 97 (m, 4H) , 
8.21 (m, 1H) , 8.64 (id. 2H) . 9.31 (s. 1H) , 9.55 (s, 1H) . 11.59 (s, 
1H) 

mmm 45 

N _ (4 _ 75 y 7x^M-N'- 14-1(4. 5-v* h + y-Mh^'/iJ^-i^x 

•H-NMR (DMSO-d 6 . 270MHz) appro: 1. 32 (t. J = 7. 0 Hz. 3H) , 2. 67 (t. J = 
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7.3 Hz. 2H) . 2.87 (t. J = 7. 3 Hz. 2H) , 3.77 (s, 3H) . 3.81 (s. 3H) , 
4.31 (q, J = 7.3 Hz. 2H) , 4.75 (s. 2H) , 6.49 (d. J = 8. 9 Hz. 2H) > 

7. 05 (d. J = 8. 6 Hz, 2H) , 7. 14 (d, J = 8. 1 Hz, 2H) . 7. 32 (d, J. = 8. 4 
Hz, 2H) . 7.39 (s, 1H) . 8.12 (s, 1H) , 8.14 (s, 1H) , 8.43 (s. 1H) , 
10.74 (s. IH) 

mmm 46 

N-H-zho7xZJH- N'-(4-[(4. 5-v* h^y-2-Xh + y*J«-^7i- 

'H-NMR (DMSO-d 6 , 270MHz) 6 ppm : 1.32 (t. J = 7. 0 Hz. 3H) . 2.69 (t. J = 
7.3 Hz, 2H) . 2.90 (t. J = 7. 3 Hz. 2H) , 3.77 (s. 3H) , 3.82 (s. 3H) , 
4.31 (q. I = 7.0 Hz, 2H) . 7. 19 (d. J = 8. 4 Hz. 2H) > 7.38 (s. 1H) > 
7.40 (d, J = 8. 9 Hz. 2H) . 7.69 (d. J = 9. 1 Hz. 2H) . . 8.14 (s. 1H) . 

8. 18 (d, J = 9. 1 Hz. 2H) . 9. 12 (s. 1H) . 9.70 (s. 1H) > 10.74 (s. 1H) 
%mm 47 

N _ ( 2 - y 5 j 7 x - M -N'- 14- [ (4. 5- v ;* h * v-2-X h * > ft - )V 9 x - 

'H-NMR (DMSO-d 6 . 270MHz) 5 ppm : 1.32 (t. J = 7. 3 Hz. 3H) . 2.67 (t. J = 
7.8 Hz. 2H) . 2.87 (t. J = 7. 8 Hz. 2H) , 3.77 (s, 3H) . 3.81 (s. 3H) - 
4.31 (q, J = 7. 3 Hz. 2H) . 4.78 (s. 2H) , 6.56 (t. J =6.8 Hz. 1H) . 6.71 
(d, J = 6.8 Hz. 1H) , 6.80 (t. J = 6. 8 Hz, 1H) , 7.39 (m, 4H) . 7.95 (s, 
1H) . 8. 14 (s. 1H) , 8.94 (s. 1H) , 10.74 (s. 1H) 
48 

N-(2--hD7iZJH- N'-l4-((4. 5-v* h*y-2-ih + y*M-*7xZ 

•H-NMR (DMSO-d 6 . 270MHz) <5 ppm : 1.32 (t. J = 7. 3 Hz. 3H) , 2.69 (t. J = 
7.8 Hz. 2H) . 2.89 (t. J = 7. 8 Hz. 2H) , 3.77 (s. 3H) . 3.81 (s. 3H) . 
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4.31 (q. J = 7. 3 Hz. 2H) , 7.20 (m. 3H) . 7.39 (m. 3H) . 7.69 (t. J = 
7.3 Hz, 1H) . 8.09 (dd. J = 1. K 8. A Hz. 1H) . 8.14 (s. IH) > 8.28 (d. J 
= 8.4 Hz, 1H) . 9.63 (s. 1H) > 9.82 (s, 1H) > 10.74 (s. 1H) 

mmm 49 

N-13-7 5 J 7x-;l/)-N'-l4-[(4. h^v-M^vAM-i^xr 

'H-NMR (DMS0-d 6 > 270MHz) 6 ppm : 1.32 (t. J = 7. 0 Hz, 3H) . 2.67 (t. J = 
7.3 Hz. 2H) . 2.88 (t. J = 7. 3 Hz. 2H) . 3.77 (s. 3H) . 3.82 (s. 3H) , 

4.30 (q. J = 7.3 Hz. 2H) . 5. 01 (s, 2H) . 6.17 (d. J =9.5 Hz. 1H) . 6.54 
(d. J = 8. 6 Hz, 1H) , 6.76 (s. 1H) > 6.87 (t. J = 7. 8 Hz. 1H) , 7.15 (d. 

J = 8. 1 Hz. 2H) , 7.34 (d. J = 8. 1 Hz. 2H) . 7.39 (s, 1H) . 8.14 (s. 
1H) , 8. 40 (s, IH) . 8. 55 (s. 1H) , 10. 74 (s, 1H) 

mmm 50 

N-(3-- hP7i-JW - N'-l4-[(4. h + y-Mh^yiJiH-i^i- 

'H-NMR (DMSO-d,, 270MHz) 5 ppm : 1.32 (t. J = 7. 0 Hz. 3H) , 2.69 (t. J = 
7.3 Hz. 2H) . 2.90 (t. J = 7. 3 Hz. 2H) . 3.77 (s. 3H) > 3.82 (s. 3H) , 

4.31 (q. J = 7. 3 Hz. 2H) , 7. 18 (d. J = 8. 4 Hz. 2H) . 7.41 (m. 3H) , 
7.55 (t. J = 8. 4 Hz. IH) , 7.72 (d. J = 9. 2 Hz. IH) . 7.80 (dd. J = 1. 9, 
7.8 Hz. IH) . 8.14 (s. IH) , 8.56 (m. IH) . 9.04 (s, IH) , 9.48 (s. IH) , 
10.74 (s, IH) 

N-(4-tf^U S JJ)- N'-l4-[(4, h + h + v*;Vt^Jl'7i-JH 

7 = 7 * j^'ZjUf JH 7 x - JH 71/7 

MJ*xy>60 ig*rh7tf ; a77> 10 ml tfluAfc&K:, £*gffl^ 
^ilgTv 4-7$/-N-t-7 , fn^y^j^JH:XUy> 110 mg. y<VJu¥ 
JHfJV7 5> 80 mg <D THF »«**Tl/fc« 6(TCT-l5Wlflt#Lfc. -£©E 
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fomz 2- (4-7 = y7x-;W if 5 ;-l y$lS 

lifJU^fil' 110 mg, 4-y^fJV75yk ,! Jy> 30 mg *1®Xtc<r>*>\Z 

^7^-(CJ:-DT*«SiL (&mi£$v7oa**> : X 9^=30: l-»v7 □ 
D/?> : *9S-)\r= 50 : 1) , SfiHft£ 120 mgtUfco 3l#£c#. 4 N 

• v«1t>&i£20 ml KJDA, MTf 3 HflWttfcU #rtB@&£iiS'h * 
^^-r-5^t"C6fe@#<t 90 ngfcfc. 

'H-NMR (DMSO-dj, 270MHz) 6 ppm : 1. 32 (t. J = 7. 0 Hz, 3H) . 1.52 (m. 2H) , 
1.92 (m. 2H) . 3.00 (m. 8H) . 3.51 (m. 1H) . 3.76 (s, 3H) , 3.81 (s. 
3H) . 4.30 (q. J = 7. 0 Hz. 2H) . 6.47 (d. J =7.3 Hz, 1H) , 7.09 (t, J = 
8.6 Hz. 2H) > 7.27 (d, J = 8. 6 Hz, 2H) , 7.34 (s, 1H) , 8.14 (s. 1H) , 
8.35 (s. 1H) . 10.74 (s, 1H) 

nmm 52 ■ 

N-7izjh N'-I4-K2-X h^->^Jl/7Hz:;l/-5-t h*P + ->-4-^ h + y7i^ 

2. 00 g <£>Ax'J >£ 20 ml <D DMF 4. 00 g (Dmt^>V)V. 

2.20 g ©^gg^'JOA^SPAT 55t:T* 7 &#P B 1fli#Lfc. fifStt&*IC*ttS^ 
PD**>ffliii£f7^. W«1££*«EK^*->*AT?&**&. »*8U 3.82 

f#e>nfcffc#£*?§T 30 #**ttT 60 ml 0««8&Ki)D*-fc&» ^ 

J^£*£U 2. 00 g©3Sfe0#££fc. 

nt>ntz®&£ 40 ml ©7th>C^L« 1.80 g ©igT>#> 
g?#U9A£ 30 ml <D7Mz®frLtzfcfomz 8OX:©^^T>0-p < 0 trSTLfc. 

Wuutzym&Ltz®.* *JB**K"C pH 4 KSHSbfc. v^oP**>*fi 

^ttis^TKatR^^^^ATftifta, »ssu 0.50 g otfei 
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3l#gi€r, fbnfclft?: 30 ml ©^□□*;PAtlDAit^. 5 ml ©tt^k? 

*-;u£}io;t, ia»T5«fRa«»Lfc. &$£$J±g;£U S$fc 20 ml ©x* 
y-;u^jpAT 3P$ffltt#Lfc. do **>jfitti&fT^ 

T h^77-f-CJ:oTlWb (jgM-/i'PD/^» . 0. 12 g ©fifiS 
$\%m%ZO)m&t 30 mg© 535Pd/C 100 ml IdjDAfc©^ IctK* 

0.05 g©efi@#*^fc. 

5I^^e#, t#e>nfc@ft£>^aD^ > 10 ml fcSJj&>Lfc&K 0.04 g© 4- 
-hD^t^-fMDUFt 0.2 ml ©5M y ^DhUPX^PTS >*»AT 

^KSSSrilTKSSK^^^v^AT-fS:^. ttttb^. SSt 20 mg © 5XPd/C £ 

x*/-;p 20 mi \zm^tz(D^\z^mnm%y ^ ^st 16 Nfraai^bfc. 

?l^^c#, fenfci*. 0.08 g ©7i-MVy7*-h, 0.03 g ©v* 
3^7 = yf l J-/>^fh7t:Ha77>10 ml »ciPAfc©"&Jc51SKT 8 ftffltfl 

TffiHL (ig[lli§K^aD^^> : **/-;U=100:l-10 : 1) . B&®Qft 
it, mmsm* 90 rngtlfc, 

'H-NMR (DMS0-d 6 > 270MHz) 6 ppm : 1.31 (t, J = 7. 0 Hz. 3H) > 2. 64 (t, I = 

7.3 Hz. 2H) , 2.87 (t. J = 7. 3 Hz. 2H) , 3.75 (s. 3H) , 4.28 (a. J = 7. 3 

Hz, 2H) , 6.95 (t, J = 7. 6 Hz. 1H) . 7.15 (d. J = 8. 4 Hz. 2H) , 7.26 (t. 

J =7.8 Hz. 2H) . 7.35 (d. J = 8. 9 Hz. 2H) . 7.43 (s, 1H) , 7.44 (d, J = 

7.8 Hz. 2H) > 8.00 (s. 1H) > 8.62 (m. 2H) , 10.30 (s. 1H) , 10.75 (s. 
1H) 

nmm 53 
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N-7x-^- N--I4-K2-X h*v^tfx;V4-* h *->-5- (N-^* U /-2-X 

fH^J 52 T£/£L7cte£ti 60 mg £ DMF10 ml (C^^b7c^ll 0.44 g <7)ek§£ 
#U7A. 0. 38 g©N-(2-^DPX^;M ; EJl/*U>^^^$:iDA> ^f£T16B# 

^l^*7K^-7^^->C7ATl!;^, iti^LTCo S^->'J*yW7A^o 
T h^7^-Ki;oTfii83L (i§fflMS^PP^> : y^/-;P=100:l- 
30 : 1) , efi@^iUT> mUt^®)* 60 mg#7c, 

'H-NMR (DMS0-d 6 , 270MHz) <5 ppm : 1. 32 (t, J = 7. 0 Hz. 3H) . 2.66 (m, 4H) . 
2.87 (t. J = 7. 3 Hz. 2H) . 3.30 (in. 2H) . 3.57 (t. J = 4. 3 Hz, 2H) , 
3.77 (s, 3H) . 4. 12 (t, J = 5. 9 Hz. 2H) , 4.30 (q, I = 7. 3 Hz. 2H) , 
6. 94 (t. J = 7. 6 Hz. 1H) > 7. 15 (d. J = 8. 6 Hz. 2H) , 7. 26 (t, J =8. 1 Hz. 
2H) . 7.37 (d. J = 8.9 Hz, 2H) , 7.39 (s. 1H) . 7.45 (d, J = 7. 8 Hz. 
2H) , 8.13 (s, 1H) . 8.96 (s. 1H) . 9.01 (s. 1H) . 10.70 (s, 1H) 
54 

N _(4_ 75 j 7 X -;H- N'-l4-[(2-X h JI-4-* h * ->-5- (N-t^ 

0. 50 g (DA- U >£ 20 ml <D DMF fc»j&»Lfc{£tC, 1. 23 g © N-(2-£ DDI 
^JWt;^'J>«K*ii» 1.38 g ©#Bt#'J*A«:J]nAT 69<CT 10^Pfl«»L 

**Sr7^*5/9ATtt«*«, SHfiU 0.93 g<D«ife*fcfc»fc. 

#e»ftfci£#£**rF 30 #anjT 40 mi o»ffiit(c:JjflAfc«» M 
a«;j#u o.5i g©nfe@ft*^fc. 

3l#ic#. fbntl^^ 20 ml ©7th>l:^^l, 2.00 g ©7^7 7 5 
>K, 2.00 g 10 ml <D7kfe'*«£J5f&?£lC^S.Tt$-3 < 0 t^TU 

fc. ^-©££ 80 P*ra«#Lfc«dRJ6»£¥#fc«8Lfc. SSfcTKK^h 
U "7A*i8ifln?pH 10l3»S8tfcfttv^DP^^>ttltliLfc. zKJg£»SgU 
SSt 5.00 gOKS^'JOA, 7 ml ©3«7<bx?-;P£ 50 ml ©DMF IcjQA^rU 
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A^ dt \->?77j -KcfcoTML (®ffi*§$i^PP;<*> : 
= 100:1-50: 1) , 0.40 g (7)%.&?-)l$:fitZo 

ibftfc^-i^ 0.24 g©5XPd/C ftx^y-;n0 ml IcjjP*.*:© 

■fc,n7K^^ffl^T. gia-c 86 ^mmwLtz. fcfcmzmmL. 'mwtzmmvn 

^7DD^^> : **/-Jl/=100:l-50 : 1) > 0. 19 g ©Bfi@#£*#fc. 

5I#^€T. ff)ftfcl*J-/;5'aa^^> 10 ml \Z®frVtz'&\Z 0. 14 g © 4- 
- h u : /y-y^)\s9 □ U Kt 0.4 ml ©SM V7p tfJUX^;U7 5>*ftlx.T 

iigt 2 n#p B ™$ l fc. £ ft ft» s «7k k & # * □ □ * * >»tb ft ft ^ 
W«®ftfc*ffiK^*->9A^£&&. »3ft**y-;i'tti^ 
K^-r-SClt-e 0. 28g ©HfiBttftfcfc. -©@&£ 50 mg © 5*Pd/C ftx^ 
y-^ 50 ml »CJnAfe©^t*^SH^T. £®T* 18 ISISHttfLfc. K^ffift 
88® U ffifgft&l&U ^*-> , J*^7A^D'7 h^^^-lcfc^T*! 
ML (iM^M^^HD^^^ : **/-;P=50 : 1-30 : 1) . 0. 20 g 

©IHi^-Jl'ftfcfc. 

?l#gc#. 0. 07 g ©fcStlfcHfc, 0. 04 g © 4--h07i-M 7->7*- 
hftxb^b KD75> 10 ml fcttlAfc©^ C 69t;T 30 #Mflt#bfc. 
£&U SSft^^y-^ft^K^Ji-rsciii-e 0.08 g ©£3fcE#ft#*# 
bnt@^^ 50 mg © 5XPd/C ftx^y-;U 30 ml tjbPAfc©^ t*^Hffl^T. 
^rSTr 14 PtHiittLfc. 5£ttft)tilU Jt«ft»*U 
- tT* 0. 02 g ©ftfe^-;i/ftf#fc. 

#fe@#£LT. mUtSWl* 20 mgf§fc. 
'H-NMR (DMS0-d 6 , 270MHz) 6 ppm : 1.32 (t. J - 7. 0 Hz, 3H) , 2.66 (m, 4H) , 
2. 87 (t. J = 7.3 Hz, 2H) \ 3.30 (m. 2H) . 3. 57 ( t, J = 4. 3 Hz. 2H) , 
3.77 (s. 3H) > 4.12 (1, J = 5. 9 Hz, 2H) . 4.30 (q. J = 7. 3 Hz. 2H) , 
4.74 (s. 2H) , 6.49 (d. J = 7. 6 Hz, 2H) , 7.05 (d, J = 8. 4 Hz. 2H) , 
7.09 (d. J =8. 1 Hz. 2H) . 7.33 (d. J = 8. 1 Hz. 2H) , 7.39 (s. 1H) . 8. 13 
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(s. 1H) , 8. 27 (s. 1H) , 8. 57 (s. 1H) . 10. 70 (s, 1H) 
55 

N-|2-zhD7x^JH- N'-l4-[(2-*;i/A^-f JU-4, K-/7iZJH7 

'H-NMR (DMS0-d 6 . 270MHz) a ppm : 2. 69 (t. J = 7. 8 Hz, 2H) . 2. 89 (1, J = 
7. 8 Hz. 2H) . 3. 78 (s, 6H) . 7. 20 (n. 3H) > 7. 39 (m, 4H) , 7. 56 (s, 1H) . 
7. 69 (t. J = 7. 3 Hz. 1H) , 8.09 (dd, J = 1.1. 8.4 Hz. 1H) . 8.14 (s, 
1H) . 8.28 (d. I = 8.4 Hz. 1H) . 9.63 (s. 1H) , 9.82 (s. 1H) . 10.74 (s. 
1H) 

%mm 56 

N-(3-nhP7x-;U)- W-tt-itt-lDVrt^l )V-4, h + v7i-iH 7 

'H-NMR (DMSO-d 6 , 270MHz) 6 ppm : 2. 69 (t. J = 7. 3 Hz, 2H) . 2. 90 (t. J = 
7.3 Hz. 2H) , 3.77 (s. 6H) . 7.18 (d. J = 8. 4 Hz. 2H) .7.41 (m. 4H) . 
7.55 (m, 2H) , 7.72 (d. J = 9. 2 Hz. 1H) . 7.80 (dd. J = 1.9. 7. 8 Hz. 
1H) . 8.14 (s. 1H) . 8.56 (m. 1H) . 9.04 (s. 1H) . 9.48 (s. 1H) , 10.74 
(s. 1H) 
%mm 57 

N-(3, 4. 5- h U * h^v7x-;H-N'-|4-[(2-*;i/A' ; &^ h-A. $-i/*h*is 
7x-JH7i/*J^-M-3-> h + ->7x-;H 71/7 

mmm is tmm<msm-cm^it^m^^^iytc, 

'H-NMR (DMS0-d 6 . 270MHz) 6 ppm : 3. 62 (s. 3H) . 3.77 (s. 6H) . 3.81 (s. 

3H) . 3.84 (s. 3H) . 3.99 (s. 3H) . 6.81 (s. 2H) , 7.54 (m. 3H) . 7.74 

(s, IH) , 8.33 (d, J = 8. 1 Hz. 1H) .8.51 (s. 1H) . 8.55 (s, 1H) . 9.49 

(s. 1H) . 13.28 (s. 1H) 
MMM 58 
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;H7i-JH-)l/7 

'H-NMR (DMS0-d 6 , 270MHz) <5 ppm : 6. 99 (t. J = 7. 3 Hz, 1H) , 7.48 (m. 

4H) » 7.73 (m. 1H) , 8.04 (m. 3H) , 8.46 (s. IH) , 8.78 (m, 12H) > 9.03 
(s, 1H) , 13. 11 (s. 1H) 

%mm 59 

N- 7 x - ;P-N'- 13- [ (6- ts * < )l-2- f »J VM 7 5 J % )V * - )V * h * is ) 

is tm&vJj&'vmzit&yi&'&i&isfc. 

'H-NMR (DMS0-d 6 . 270MHz) <5 ppm : 4. 80 (s. 2H) . 6. 63 (dd, J = 1. 9, 8. 4 Hz. 
1H) , 7.00 (m. 2H) . 7.25 (m. 5H) . 7.44 (d, J = 7. 3 Hz. 2H) , 7.86 (s. 
1H) , 8.19 (dd. J = 1. 4, 7. 8 Hz. 1H) . 8.33 (s. 1H) , 8.49 (dd. J - 1. 9, 
9.9 Hz. 1H) , 8.70 (s. 1H) , 8.77 (s, 1H) * 11.98 (s, 1H) 

mmm 60 

N-7x-;WN*-l3-[(2-*Jl'A* ; E-f ;i/-4, 5-y7t h + ->7i-JH7S;*M 

0. 50 g(D 2-75 7-4. 5-v* h^y7x^iW^^-!t5 FJ^DD^^> 
20 ml fc»*»U -iVZfoAJ-JV • h*7-f7-f7ST, 2ml <D 3 1Mb*-?!! • 
10 ml O^DD^XDif t ^$«TLL ^<9&^iUT 16 mffl&WL1t. 

ft. »$U 0.54 g ©Ifei^^ffc. ^6nfcH#* 20 ml <D DMF Kigfrb 
t«t 0. 56 g<Z)i&*iraK 0.56 g©h'jX5 1 ;i/7 5>$:JPA^ST7B#F^M^ 

S^it^IiT 0. 35 g©^J-Afi«)H#4llfc. ^ £ ttfc £ 0. 08 g 
<D 5X Pd/C £**/-JU 50 ml Kim A* zk*£ffl&"F, 19 P*|ifl»#Lfc. 

iotiiL (jgai«jaE®aiig«v^pp^^> : ^^y-;u=ioo : l-50 : 1) , 

0. 17 g©&StftH#«:8fc. 
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'H-NMR (DMSO-d 6 , 270MHz) 6ppm: 2.31 (s, 3H) . 2.32 (s. 3H) , 4.68 (s. 
2H) , 6.68 (dd. J =2. U 8. 1 Hz. 1H) , 6. 97 (t. J = 7. 3 Hz, 1H) , 7.05 (d, 
I = 7. 8 Hz, 1H) > 7.25 (m, 4H) , 7.45 (d. J = 7. 8 Hz. 2H) . 7.79 (s. 
1H) , 7.88 (s. 1H) . 8.29 (s, 1H) , 8.56 (s, 1H) , 8.76 (s. 1H) , 8.83 
(s. 1H) , 12. 66 (s, 1H) 

N-7x-;i/-N'-l3-f(2-*;UA* ; E<;i,-4. 5->>* h + '>7iz;H75>*;^= 

mmm is tw\m<Dj5mT*Gf&Lfr. 

'H-NMR (DMSO-d 6 , 270MHz) 5 ppm : 3. 62 (s. 2H) . 3.76 (s. 3H) > 3.77 (s. 
3H) . 6.95 (m. 2H) , 7.34 (m. 7H) , 7.56 (s. 1H) , 8. 16 (s, 1H) > 8.29 
(s. 1H) , 8.81 (s. 1H) > 8.86 (s. 1H) . 12.19 (s, 1H) 
62 

N-7x-;|/-N'-|3-[(5-*;UA* ; E'l';U-4-/5 1 ^-2-5 1 X-;U) 7 5 Si3)V#—)V] 

&mm is tmmojstik-v&fiLisiz. 

'H-NMR (DMS0-d 6 , 270MHz) 5 ppm : 2. 4 1 (s, 3H) . 6.72 (s, 1H) . 6.99 (t, J 
= 7.3 Hz, 1H) . 7.30 (t, J = 8. 1 Hz, 2H) . 7.47 (m, 3H) . 7.72 (a. 2H) . 
8.04 (s. 1H) . 8.75 (s, 1H) . 9.01 (s. 1H) , 12.99 (s. 1H) 
63 

^>^;i/-l4-[(4, 5-v* h + ->-2-X h + v*J|/3j<-;i/7x — ;W 75 / t>)Vi£- 

2- (4-7 5 7 7i-JH ft)V#-)lT* S -4. 5-v*j* h^y^IfSlfiH 
7.7JU60 mg« 0.5 il CO^t+i/AJP^-^i'OU h\ 30 n)gtf>4-v^ 
;U7 5 y fcf'J 5>>£x h*D77> 20 ml fcflDAfcCD'&fcMT 30 

'H-NMR (DMS0-d 6 , 270MHz) <5 ppm : 1.33 (t. J = 7. 0 Hz. 3H) . 3.80 (s. 3H) , 
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3.87 (s. 3H) . 4.36 (q, J = 7. 3 Hz, 4H) . 5. 19 (s. 2H) , 7.41 (m. 6H) > 
7.67 (d, J = 8. 6 Hz, 2H) . 7.89 (d. J = 8. 9 Hz, 2H) , 8.41 (s, 1H) . 
10.20 (s, 1H) , 11.72 (s, 1H) 
mMM 64 

I4-K4, h*v-2-x h + ->*JI/sK-^7x-JH 7 

5 ;j])\,#-)V3L?-)V] 7l-iHAiW\'V- h 

0. 32 g<D 1. X-jDViZ-iliS-i 3 ml <Dy- h 7 k K □ 7 y > (THF) 

K&^Lfc&K.O. 22 g0 4-kU zf>*9 S-frttiaXMi: 1 BtF^lt^kfc, 
O.35g04-7Sy/WHDim 0. 60 g <7) DBU (1, 8-v71f k'->* □ [4. 3. 0] 
£>x#-7-X», 0. 5 ml <D h 'J If ^7 5 10 ml ©fh7k h'P77> 
KiDilMT 1 P#P-m#Lfc*>©££<&E£i£l::iJnA. ^©^S 18 l$RSJiJt#L 
fc. M£i$EE|g£L^$£7.Mc;&lt 1 N JfiB6T pH 6 KiBSLfc. flrtfJLfcH 
#£ffi»JL££S;j!§-f SdtT? 0.08 g 0lfiifttlT(4-^'J^Mf;H 
(4-k h'O + yAM- J|/X^JU7x *;WCT— t#<~>nfc@#:£ 
20 ml 0hJH>i:»AfcilO. lml ©*=Ht<J □ 'J h\ DMFO. 01ml 7JD ^_ . 

iST5^rwbfc. «TttiLfc@«:*iag'jL h^x>, #^t-x-x;ut*&# 

Lfc. 0. 05 g©2-7$;-4, h + y^MxfMXri^ 10 ml ©y 

^7 □ o^Xlig^U t#e>nfc@#t 0.5 ml © h UX^JU7 5 >&JDASJa 

F7'77^i;j:oTil3L <Baj«ttt^* □ □ * * > : *9 J-)\r* 100 : l-» 
40: 1) . ti&U 30 mg <DB&®W£ LT^fB<fc£ 

•H-NMR (DMS0-d 6 , 270MHz) <5 ppm : 1. 31 ( t. J = 7. 0 Hz. 3H) . 2. 67 (t. J = 
7.5 Hz. 2H) . 2.88 (t. J = 7. 5 Hz. 2H) , 3.76 (s. 3H) . 3.81 (s. 3H) , 
4.29 (q, J = 7. 3 Hz. 4H) . 5.19 (s. 2H) , 7.18 (d. J = 8. 4 Hz, 2H) , 
7.37 (m. 5H) , 8. 12 (s. 1H) . 8.57 (dd. J - 1. 9, 4. 3 Hz. 2H) , 9.80 (s, 
1H) , 10.71 (s, 1H) 

mmm 65 
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N-x? 1 ;i/-N'-l4-t(2-7-fe3 1 ;i/-4, 5-v* h + ->7 x 7 5 J tJJltf-JVx.^ 

0. 60 g(D2-75;-4, 5-v^ h^->7th7xy>J THF 30 ml H&frL/cm 
\Z 0. 75 g (0 4-- h □->>^- ; E-1';P^ P U H<h 0.45 g 0 h "J X^JU7 $ >£JD 

~Q$ift'&. 1.22 g©Jt&l3&£^£. 

l\2m$Z(Dmftt 90 mg0 5XPd/C ^X*/-^ lOO ml MTHF 30 ml <DM 

mmzmBisT 0. 92 g <d 2- (4-7$ / 7x-;u) zdi^-ju^ y x7;u- 

70 mg(D#^>nfcH^. 0.11 g©i?MVy7^h. 20 mg <£> 
4-y^f^75 J try y>$rF7k K □ 7 5 > 20 ml 1C JO A © *> £ 70"CT 5 

ioTffib (j$aJS«E^^PO^^> : **/-Jl/= 100 : 1-30 : 1) . SS 
£**>'-Jl/ifc#b*£«iftt"S::fc^B60#£LT, mUtS®* 50 mgti 

fee 

■H-NMR (DMSO-d,, 27011Hz) <5 ppm : 1.03 (t, J = 7. 0 Hz. 3H) , 2.60 (s, 1H) , 
2. 65 (t, J = 7. 3 Hz, 2H) > 2. 85 (t, J = 7. 3 Hz, 2H) > 3. 10 (5, J = 7. 0 
Hz. 2H) . 3.82 (s, 1H) . 6.03 (t. 1H) . 7.09 (d, J = 8. 4 Hz, 2H) , 7.27 

(d, J =8.4 Hz. 2H) , 7.43 (s. 1H) > 8.23 (s. 1H) , 8.30 (s. 1H) . 11.65 

(s, 1H) 

mmm 66 

N-7x-JU-N'-l4-((2-7-t5 1 ;U-4, 5-v^ h + ->7i-JH7Sy*M-M 
J-M 7i-;H £ 1/7 

'H-NMR (DMS0-d 6 , 270MHz) 6 ppm : 2. 60 (s, IH) . 2. 67 (t, J = 7. 6 Hz, 2H) , 
2.89 (t. J = 7. 6 Hz. 2H) . 3.82 (s. 6H) , 6.95 (t, J = 7. 3 Hz, 1H) > 
7.16 (d. J = 8. 4 Hz. 2H) . 7.27 (t. J = 8. 1 Hz, 2H) , 7.35 (d, J = 8. 4 
Hz. 2H) , 7. 43 (s. 1H) , 7. 44 (d. J = 8. 4 Hz, 2H) , 8. 24 (s, 1H) . 8. 59 
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(s, 1H) , 8.64 (s. 1H) , 11.67 (s, 1H) 

mmm 67 

H- 14-7 5^7 z-JH -N'- 14- [ (2-7tfJH, 5-v* h + y7izW7$;A 

■H-NMR (DMSO-oV 270MHz) <5 ppm : 2.60 (s, 3H) , 2. 66 (t. J = 7. 6 Hz. 2H) , 

2.87 (t. J = 7. 3 Hz. 2H) . 3.82 (s. 6H) , 4.57 (s. 2H) . 6.49 (d. J =8.4 
Hz. 2H) , 7.05 (d. J =8. 1 Hz. 2H) , 7. 13 (d. J =8.6 Hz. 2H) , 7.32 (d. J 
=8.6 Hz. 2H) , 7.43 (s. 1H) , 8.10 (s, 1H) , 8.24 (s, 1H) . 9.40 (s. 
1H) > 11.67 (s, 1H) 

%mm 68 

N- (4-~ hD7x-JM-N'-l4-[(2-7-t^-^-4, 5-5>* h + y7xZJH757* 

^J60fl 65 <himi©75£T*^iete£^££j&bfco 
'H-NMR (DMS0-d 6 , 270MHz) <5 ppm : 2. 51 (s, 3H) , 2.68 (t. J = 7. 6 Hz, 2H) . 
2.90 (t, J = 7.3 Hz. 2H) , 3.85 (s. 6H) . 7.19 (d. J = 7. 3 Hz. 2H) , 
7. 40 (m. 3H) . 7. 68 (d, J = 9. 5 Hz. 2H) . 8. 20 (m. 3H) , 8. 86 (s. 1H) , 
9.42 (s. 1H) . 11.68 (s. 1H) 
69 

N- (2-7 5 J 7i-JH-N'- 14- [ {2-7"b^^-4. K/7i-iH 7 5 

JH^-;H 7 x - JH -71/7 

'H-NMR (DMS0-d 6 , 270MHz) 6ppm: 2.60 (s. 3H) . 2. 67 (t. J = 7. 3 Hz. 2H) , 

2.88 (t. I = 7.3 Hz. 2H) , 3.82 (s. 6H) , 4.76 (s. 2H) , 6.56 (dt. J 
= 1.4, 7.3 Hz. 1H) , 6.72 (dd. J =1.4, 7.8 Hz. 1H) , 6.83 (dt. J =1.4, 
7.8 Hz. 1H) , 7.15 (d, J =8.4 Hz. 2H) > 7.36 (m. 3H) , 7.43 (s. 1H) , 
7.71 (s. 1H) , 8.24 (s. 1H) , 8.69 (s. 1H) , 11.66 (s. 1H) 

%m\ 70 

N-(2--hD7i^H - N'-!4-[(2-7-fe5 1 ;U-4. 5-v* h + J/7i-JH7S; 
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'H-NMR (DMS0-d 6 , 270MHz) d ppm : 2.60 (s, 3H) , 2. 68 (t, J = 7. 3 Hz, 2H) . 
2.90 (t, J = 7. 3 Hz. 2H) , 3.82 (s. 6H) . 7.16 On, 3H) . 7.40 (m. 3H) , 
7.69 (dt, J =1.6, 8.4 Hz, 1H) , 8.09 (dd. J =1.4, 8.4 Hz. 1H) . 8.25 (s. 
1H) . 8.31 (d, J =8.4 Hz. 1H) , 9.58 (s. 1H) , 9.79 (s, 1H) , 11.69 (s. 
1H) 

N- (3- 7 5 J 7 x - M -N'- 14- ( (2- 7 ±. ^ )V-A, 5- V> * V * v 7 x ~ M 7 5 J ft 
;i/#zjHf;H7i-;H 71/7 

'H-NMR (DMS0-d 6 , 270MHz) 6 ppm : 2.60 (s, 3H) > 2. 67 ( t, J = 7. 3 Hz. 
2H) , 2.88 (t. J = 7.3 Hz, 2H) . 3.82 (s. 6H) . 5.01 (s. 2H) , 6.17 (d. 
J =9.5 Hz. 1H) . 6.54 (d. J = 8. 6 Hz, 1H) , 6.76 (s, 1H) , 6.87 (t, J = 
7. 8 Hz. 1H) . 7. 15 (d, J = 8. 1 Hz, 2H) . 7.34 (d. J = 8. 1 Hz, 2H) , 7. 39 
(s. 1H) . 8.14 (s. 1H) > 8.40 (s, 1H) , 8.55 (s. 1H) , 11.67 (s. 1H) 

nrnmn 

N- (3-n h □7x-;U)-N'-|4-[(2-7-t^ 1 ;W4. 5-v* h + ->7xZJH757 ft 
;i/^-jux^;H 7x-;H 7 U7 

'H-NMR (DMS0-d 6 , 270MHz) <5 ppm : 2. 60 (s, 3H) , 2. 69 (t. J = 7. 3 Hz. 2H) , 
2.90 (t, J = 7. 3 Hz. 2H) . 3.82 (s, 6H) , 7.19 (d. J = 8. 9 Hz. 2H) , 
7.40 (m, 3H) . 7.56 (t, J = 8. 1 Hz. 1H) , 7.69 (d, J = 8. 4 Hz. 1H) , 
7.80 (dd. J = 1.9, 8.4 Hz. 1H) , 8.24 (s. 1H) , 8.56 (in. 1H) , 8.78 (s. 
1H) . 9. 20 (s, 1H) , 11.68 (s, 1H) 
%%m 73 

N- (4- t^'Jy;) -N'- 14- ( (2- 7 -fe ? )V-A, 5- V * h * > 7 x - M 7 5 J ft )\> # 
-JH^-;H 7x~JH 71^7 



175 



WO 01/25190 



PCT/JPOO/06667 



'H-NMR (DMS0-d 6 , 270MHz) <5 ppm : 1.76 (m, 4H) . 2.59 (s, 3H) . 3.00 (m. 
8H) , 3.60 (m. 1H) > 3.82 (s. 6H) , 6.54 (d. J =7.3 Hz. 1H) . 7. 09 (d. J 
= 8. 4 Hz. 2H) , 7. 27 (d. J = 8. 9 Hz. 2H) , 7. 43 (s, 1H) , 8. 23 (s. 1H) . 
8.40 (s. 1H) . 8.56 (s. 1H) , 11.66 (s. 1H) 
%mm 74 

N-(3. 4. h + ->7x-;l/)-N'-l4-((2-7-fe^;W4. 5-^^h^v7x 

zJH7$;i3M^xfJH7x-M £1/7 

mmm 65 tmmvij&T'mziksyiZaf&vfco 

'H-NMR (DMSO-d 6 , 270MHz) 6 ppm : 2.51 (s. 3H) , 2.67 ( t. J - 7. 6 Hz. 
2H) , 2.89 (t. J = 7. 6 Hz. 2H) . 3.60 (s. 3H) , 3.74 (s. 6H) . 3.82 (s. 
6H) , 6.78 (s, 2H) . 7. 15 (d. J - 8. 4 Hz. 2H) , 7.35 (d. J = 8. 4 Hz. 
2H) , 7.43 (s. 1H) , 8.24 (s, 1H) . 8.54 (s. 1H) , 8.60 (s. 1H) , 11.68 
(S. 1H) 

mmm 75 

N-M-fcT'J v;W-N'-!4-[(2-7-fe^;l'-4. h + y7i-JH7$y^i^- 

MfjH7i-;H9l/7 

'H-NMR (DMS0-d 6 , 270MHz) 3 ppm : 2.60 (s, 3H) . 2. 68 (t, J = 7. 3 Hz. 2H) , 
2. 90 (t. J = 7.3 Hz. 2H) , 3.82 (s. 6H) , 7.19 (d. J = 8. 4 Hz. 2H) . 
7. 40 (id. 5H) , 8. 24 (s. 1H) , 8. 34 (d. J = 6. 5 Hz. 2H) , 8. 83 (s. 1H) > 
9. 11 (s. 1H) . 11.66 (s. 1H) 

N-(4-tf^U S JJ **\M>)-N'-l4-l(2-7-fe3 L ;i'-4. 5-x* h^->7i-M7S7 

'H-NMR (DMS0-d 6 , 270MHz) 8 ppm : l. 77 (m. 5H) , 2.60 (s. 3H) , 3.00 (id. 
8H) , 3.60 (m. 2H) , 3.82 (s. 6H) . 6. 28 (t. J =7.3 Hz. lH) , 7.09 (d. J 
= 8.0 Hz, 2H) , 7.27 (d. J = 7. 8 Hz. 2H) . 7.43 (s. lH) , 8.23 (s. lH) » 
8.44 (s. lH) . II. 66 (s. lH) 
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N-7xZJH'- 12- [ (2-7 -fe 3^-4, h*y7i-M 7 5 7 * JU* x^x 

^HS^J 65 £imi<Z)7o£T*£j£L;to 

■H-NMR (DMSO-d 6 . 270MHz) 6 ppm : 2.60 (s, 1H) , 2. 67 (t. J = 7. 6 Hz. 2H) , 

2.89 (t. J = 7. 6 Hz. 2H) , 3.82 (s. 6H) , 7.00 (m. 2H) , 7.25 (m, 4H) » 

7. 45 (m. 3H) , 7. 76 (d. J = 7. 3 Hz. 1H) , 8. 02 (s. 1H) . 8. 25 (s. 1H) , 
8.99 (s. 1H) . 11. 71 (s, 1H) 

N- (4-7 5 J 7 x -N'- 12- ( [1-7 5-S>* h + v 7i-JH 757* 

;i,**-;i>x^;H 7xn;H7l/7 

%mm 3 ^i5]^c7)77?iT^^u/co 

•H-NMR (DMSO-d 6 . 270MHz) 6 ppm : 2. 60 (s. 3H) , 2. 70 (t. J = 7. 6 Hz. 2H) . 
2.93 (t. J = 7. 3 Hz. 2H) . 3.82 (s. 6H) , 4.76 (s. 2H) > 6.49 (d. J =8.6 
Hz. 2H) . 6.97 (dt, J =1. K 7.3 Hz. 2H) . 7. 14 (m. 4H) , 7.43 (s, 1H) , 
7.80 (m. 2H) , 8.25 (s. 1H) . 8.50 (s. 1H) . 11.70 (s. 1H) 

%mm 79 

N-(4-- YU7z.-)V)- N , -l2-[(2-7-t^^-4. h + ->7i-JH7^ 

#;i,#xji/X^;H 7x-;H 0 V7 

65 tmu<^>i5i^miit^^^^fto 

'H-NMR (DMSO-d 6 , 270MHz) <5 ppm : 2. 57 (s. 3H) . 2. 72 (t. J = 7. 6 Hz. 2H) . 

2. 96 (t. J = 7. 6 Hz. 2H) . 3.80 (s. 6H) . 7.08 (dt. J = 0. 8> 7. 3 Hz. 

lH) , 7.20 (m. 2H) , 7.29 (s. lH) . 7.68 (m, 3H) , 8. 19 (m. 3H) , 8.34 
(s. 1H) , 9.77 (s, 1H) > 11.70 (s. 1H) 

mmm so 

N-7xx;U-N , -l4-[(2-7-fe5 1 ;l'-4. h + y7i-iH 7 2 J %)V#-)V7 

uMM 7xx;H 0 V7 

mmm 65 tmmjj&TSi&Ltco 

'H-NMR (DMS0-d 6 > 270MHz) 5 ppm : 1.90 (m, 2H) . 2. 38 (t. J = 7. 3 Hz, 2H) , 
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2.51 (t. J = 7.3 Hz. 2H) . 2.62 (s. 3H) , 3.82 (s. 6H) . 6.95 (t, J = 7. 3 
Hz, 3H) , 7.12 (d. J - 8. 9 Hz, 2H) , 7.26 (t. J = 7. 8 Hz. 2H) , 7.37 (d. 
J - 8.4 Hz. 2H) , 7.44 (s. 1H) , 7.45 (d. J = 8. 4 Hz. 2H) . 8.27 (s, 
1H) , 8.80 (s. 1H) . 8.85 (s. 1H) , 11.68 (s. 1H) 

mmm si 

N _ (4_ 7 5 j 7 x - M -N'- 14- [ (2-7-tr *>-4. 5-v /h + ->7 x=JW 7 5 J # 

'H-NMR (DMSO-d,, 270MHz) 6 ppm : 1.89 (m. 2H) . 2.37 (t. J = 7. 3 Hz. 2H) , 
2.56 (t. J = 7. 3 Hz. 2H) > 2.62 (s. 3H) > 3.82 (s. 6H) , 4.76 (s. 2H) , 
6.49 (d. J = 7. 3 Hz. 2H) , 7.11 (m. 4H) > 7.33 (d. J = 8. 9 Hz, 2H) > 7.44 

(s. 1H) , 8.13 (s, 1H) . 8.27 (s. 1H) > 8.43 (s. 1H) , 11.68 (s. 1H) 
MMM 82 

N-(4-- hD7xn;U)-N'-l4-l(2-7-fe^^-4. 5-v* h^v7i^H75y* 

'H-NMR (DMS0-d 6 . 270MHz) 6 ppm : 1.91 (m. 2H) , 2.38 (t. J = 7. 3 Hz, 2H) . 
2.59 (t. J = 7. 3 Hz. 2H) . 2.61 (s. 3H) . 3.82 (s. 6H) . 7.15 (d. J = 8. 4 
Hz. 2H) , 7.42 (m. 3H) > 7.69 (d. 1 = 9. 2 Hz, 2H) , 8. 18 (d. J = 9. 1 Hz. 
2H) . 8.27 (s. 1H) . 9.02 (s. 1H) > 9.60 (s, 1H) . 11.68 (s, 1H) 

mmm 83 

N-7 x^-N'-l3-[(2-7-fe7^-4, 5-v/ h + y7i-^>75y*J^-iH 
7x-JH^U7 

^mm 65 tmm<Dj5m-c£f$.Ltco 

•H-NMR (DMS0-d 6 , 270MHz) <5 ppm : 2. 70 (s, 3H) . 3.87 (s. 3H) , 3.90 (s. 

3H) , 6.99 (t, J = 7.3 Hz. 1H) > 7.30 ( t. J = 7. 8 Hz. 2H) . 7.51 (m, 

5H) , 7.75 (d. J = 7.3 Hz, 2H) . 8.05 (s. 1H) , 8.54 (s, 1H) , 8.82 (s. 
1H) , 9.02 (s. 1H) . 12.77 (s, 1H) 
84 
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H-k'UyJMfM 14-1(2-7*^-4. 5-y/l- + y7i^H7$^il'l 

'H-NMR (DMS0-d 6 . 270MHz) <5 ppm : 2. 59 (s, 1H) . 2. 66 (t, J = 7. 6 Hz. 2H) . 
2.88 (t. J = 7. 6 Hz. 2H) , 3.82 (s. 6H) , 5.19 (s. 2H) , 7.17 (d. J = 
8.4 Hz, 2H) . 7.39 (m. 5H) , 8.22 (s. 1H) , 8.57 (dd. I = 1.4, 4.3 Hz. 
2H) » 9.82 (s. 1H) . 11.65 (s, 1H) 

mmm 85 

(flfiJ^V^?^) 14- [(2-7*^^-4. 5-^^h^->7x-JH7$y*M 
-)VZ?u MM 7 x -M ts W?- b 

'H-NMR (DMSO-d 6 , 270MHz) 6 ppn : 1.89 (m. 2H) . 2. 37 (t. J = 7. 3 Hz. 2H) . 
2. 56 (t. J - 7. 3 Hz. 2H) . 2.62 (s. 3H) , 3.82 (s. 6H) > 5.19 (s, 2H) . 
7. 17 (d. J = 8. 4 Hz. 2H) , 7.39 (m, 5H) , 8.22 (s. 1H) , 8.57 (dd. J = 
1.4, 4.3 Hz. 2H) . 9.82 (s. 1H) . 11. 65 (s, 1H) 
Mlfcm 86 

(5-tHD + y^>fJH 14- [ (2-7 -fe 3^-4. 5-v ;* h * v7 x - M 7 5 J t> 

0.04 g®HJ 5 ml (Ofh7tFD77> (THF) fcjgfl* Ufc t d 3 

fc, 0.08 g (D 5-^>v^^*v^>^Jl/7;U=i-;i/, 0.06 g0y-fV7*Dt> 
x^7$>§: 10 ml co THF (C^^ UfcfcafcMTfco < 0$)T U 

6<rc-c i mmmwvrz. ^ cm 0.07 go 2- (4-7 5;7i-jp) #ju*-;u7 

$;ifjH, b*->74i h7i/ >i 30 mg c9v*^;U75 / tf U v> 

100: 1-40: 1) , ~£\Z * ? J - ESU 0.13 g 08MS6H#*fc 

fc„ §l*tt#, f»6*lfcH#t 5*Pd/C 50 mg &>*y-;M0 ml KJ0*.fc©5 

\z7mmm%~f> 22 BM»#ufc. R^ftSrata. m&zmmv. 
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'H-NMR (DMS0-d e , 270MHz) 5 ppm : 1.42 (l. 4H) - 1.61 (m. 2H) . 2.51 (s, 

1H) , 2.63 (t. J = 7.3 Hz. 2H) . 2.87 (t, J = 7. 6 Hz, 2H) . 3.40 (t. J = 

5.7 Hz, 2H) . 3.82 (s, 6H) , 4.05 (t, J = 6. 8 Hz, 2H) . 4.37 (t. J = 5. 1 

Hz, 2H) . 7. 15 (d, J = 8.4 Hz. 2H) . 7.39 (d. J = 8. 4 Hz. 2H) , 7.42 (s. 

1H) . 8.22 (s, 1H) , 9.50 (s. 1H) > 11.65 (s. 1H) 

mmm 87 

14- [(2-7 -£^-4, 5-v/ h + ->7i-JW75;*iV^H^]7i-JH 
1. 1 g 05 3-(4-h HD + ->7x-JH^PtT*>K* 30 ml ®THFfc8**Lfc« 

\z, o.82 goimimm* o. 83 g^tfu $>>*in*.MT? \bmm%wvtz. mm 
mtzztro. so g (D&&®wzmtz 0 m^ntzmwt io mi <Dmit?*-)i< 

Z 30 ml 0i7UDts)Vh\zW^ J885T 2 P*|B]«#Lfc. ««*«BE«*« 30 
ml <D THF fc«*»bfc&fc 0.59 g 0 2-7S/-4. 5-v* h^y7th7x/>i: 
0.61 g ©HJX3\n/7 5>£lmATaffiT 3 iSHBimtfLfc. 8Mt*«ffi.e*«. 
0.20 g ©zKttft^-h'J £A£ 10ml to**'-*'* 30ml 

TO. 56g©afe0#&^fc. 0. 11 g<m#*>nfc@.#, 90 rag®7i-M V">7 
^— K 60 mg ©h'JX^;U7S 10 ml © THF KiDA^iST 16 NfPflfll^L, 
/io #fmH#*tt»J-r*-i:Te6H#tUT*E^** 58 mgt#fco 
'H-NMR (DMSO-d r 270MHz) 5 ppm : 2. 60 (s. 1H) , 2. 74 (t. J = 7. 3 Hz. 2H) , 
2.96 (t. J = 7.3 Hz. 2H) . 3.82 (s. 6H) . 7.04 (t. J =7. 3 Hz. 1H) , 7.13 
(d. J =8.6 Hz. 2H) , 7.31 (m. 4H) , 7.43 (s. 1H) . 7.49 (d. J =7. 8Hz. 
2H) . 8.24 (s. 1H) . 10. 18 (s. 1H) , 11.69 (s, 1H) 

%mm 88 

14-1 (2-7 -t^;U-4. 5-v* h#i/7i-JH75;*;i'#-W^H7x-JH 
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nmm 87 tmm^^-cmat^^^^f&^tz, 

'H-NMR (DMS0-d 6 > 270MHz) <5 ppm : 2. 60 (s, 3H) , 2.77 (t, J = 7. 3 Hz. 2H) . 
2.97 (t. J = 7. 3 Hz. 2H) , 3.82 (s. 6H) > 7.18 (d. J = 8. 4 Hz. 2H) > 
7.33 (d, J -8.9 Hz, 2H) , 7.43 (s. 1H) , 7.73 (d. J =9.1 Hz. 2H) . 8.24 
(s. 1H) . 8.25 (d. J =9.1 Hz. 2H) . 10.90 (s, 1H) , 11.69 (s. 1H) 

l4-[(2-7-k?;w-4. 5-v^ h ^ •> 7 i-M 7 5 ; M 7 iZM 

4-75 7 71^*^7- h 

■H-NMR (DMS0-d 6 . 270MHz) <5 ppm : 2. 60 (s. 3H) > 2. 73 (t, J = 7. 3 Hz, 2H) . 
2.95 (t, J = 7. 3 Hz, 2H) . 3.82 (s. 6H) . 4.85 (s, 2H) . 6.50 (d. J =8.1 
Hz. 2H) , 7.10 (m. 4H) , 7.28 (d, J =8.4 Hz, 2H) , 7.43 (s. 1H) , 8.24 
(s, 1H) . 9. 66 (s, 1H) , 11. 69 (s, 1H) 

mmm 90 

\A-[(2-7-t^)l-l h + y7i-)H7S ; jjj^^/Hf jH7i^M 

4-t: 'J i/)Vt))VJ^~ h 

'H-NMR (DMS0-d 6 . 270MHz) <5 ppm : 2. 60 (s, 3H) . 2. 65 (t. J = 7. 3 Hz. 2H) , 
2. 82 (t. J = 7. 3 Hz. 2H) . 3.82 (s. 6H) , 7.19 (dd. J = 1.6, 5. 9 Hz. 
2H) , 6.65 (d. J = 8. 6 Hz. 2H) . 7.03 (d. J = 8. 4 Hz. 2H) , 7.43 (s. 
1H) . 7.95 (d. J = 6. 2 Hz. 2H) , 8.40 (s, 1H) , 9. 16 (s. 1H) , 11.65 (s. 
1H) 

umm i pdgf-bb timw-mmmmtgteWffl&m 

t bmfa^^ffiWifflM £ 96 ft microplate (50000 cells/well) 

24 BSIHU&fcLfc. JUJBtf&&ti (confluent) \zU?tz Z. t £*BLfc 
&. 0. 4 Xtt 2tfM©fc£tt£8»LfcH]foniJ&«! (20 ng/ml PDGF-BB Sr^O) 

•v 24 mfevsmbtz, 3 h-5 i $^> (uci/weio ss&unu 4 mmtgrnvtzo m 

JW^ — C0JRU/tft» 0 U7 7-;KCreasol) (4ml/vial) £MU 
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»<ffc-&*©it5t«i*>J»tttt. mmwm (pdgf-bb *&in) 50%ie#£^ 
tmm (ic so ) jtJHfl:^«tLTh7-7^ h i (to 

97/09301 tCttSnT^**Ml«4, <k^« 1 7 ©ft^ft) fcfc^fc. ^©*S 

1 1 jc^rt^oT**. 

& 1 1 





rL'ljr-ljXJ >r'JwX 1^ in nTJ 




/FP/Jci^e /la. }*iJ rp'j 




ir«:A( u M) 




0. 28 




0. 10 




0 40 




0 23 


^ *& /5j| 


0. 33 




0. 15 




0. 20 




0. 44 


^^5^1 11 


0. 19 


^Jfitfil 13 


0. 34 


HS&#'J 14 

/J I— » U' J J * 


0. 23 


HJfitfiJ 15 

7^ //Li 1' J IV 


0. 57 


£J60J 16 


0. 14 


£J60tf 17 


0. 75 


mmm is 


0. 40 


$tfi«H 20 


0. 27 


mmm 23 


0. 72 


»#<J 24 


0. 24 


HlJStf'J 25 


0. 07 


mmm 28 


0. 25 


32 


0. 36 


mmm 33 


0. 56 


njsf'j 34 


0. 64 


$K0!l 36 


0. 55 


mmm 37 


0. 57 


38 


0. 82 
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: -Mmm 39 


0. 65 




0. 20 


nmm 43 


0. 15 


nmm 45 


0. 0001 


mmm 46 


0.057 


%mw 47 


0.011 


mmm 48 


0. 008 


HffiW 49 


0.015 


HS£#J 50 


<0. 08 


nmw 53 


<0. 0032 


54 


0. 20 


mmm 55 


0.014 


£J60»J 56 


0.028 


57 


0. 28 




0. 67 


mmm 62 


0. 34 


^Mf>J 63 


0. 3 


mmm 64 


<0. 0032 


3lM#J 66 


<0. 016 


nmm 67 


0. 020 


«tf'J 68 


0. 026 


USS^J 69 


0.061 


%mm 70 


0. 045 




0.061 


^M^J 72 


0.039 


USStfiJ 74 


0. 31 


75 


0. 16 


HJ^'J 77 


0. 20 


^S60iJ 80 


0. 05 


«#'J81 


0. 06 


%mm 82 


0.002 


HIS#1 83 


0.31 


^Sfi^I 84 


0. 044 


i 


0.079 


86 


0.49 


87 


0.083 


H^J 88 


<0. 016 


H^J 89 


0.31 




0. 22 


^mm 92 


0. 39 


HSS#1 93 


0.011 


mmm 94 


0.037 
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0. 17 




24. 5 


1 


6.3 i 




umm 2 pdgf-bb mm^^y^o^mmmmmmum 

th • * -it > # 2 A IBIJg (*0fUS«) £ 96 A microplate ( 27000 
cells/well) \zm$* 24 &#P B 1ig« Lfc. (confluent) \zH-otcZ. 

£**BLfc». 0.016, 0. 08 Xte 0. 4/xM0$lfc{fc£^£ML£4lifiimigil!l 
(20 ng/ml PDGF-BB Z<£tS) T 24 B#PJJ«*Ufc. 3 H-^5^> (UCi/well) 

fi&tttt, PDGF-BB MK=t5 3 H-^5 v*>®IR9k*S®*8iHJ (PDGF-BB «im© 
control *»6 PDGF-BB *mm<D control &HU§IUfcffl) £ 50*HSf SitS 
(IC S0 ) T'^Lfc. a«ft^*tl/Th5-77h^fc. t©«*liai2 
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* 1 2 





IC 50 (mM) 


mmm i 


0. 81 




1. 72 




0. 87 




0. 33 


H»8 


0. 95 




2. 3 


HJiS#J 16 


0. 29 


mmm n 


1.80 


%mm is 


1.27 


mmm 24 


0.58 


«0iJ 25 


0. 17 


39 


0. 51 



h7-7^h an :\ouu 
tmmz t hm%®mft&mm (huveo mm 

Cloneticstt (San Diego) <fc DPifALfc HUVEC £ EGM-2 5 %C0 2 #£T 

3 7*CT?Jg£Lfc. 3 x 1 0 3 cells/l 0 0 u 1/well t&«<k5l: HUVEC £ U !& 
©96^yu-h (Falcon) 3 7 "CT 2 4 l$Mtt*&, EGM-2 

T2«*«fcSSI8Lfcfl;£*lJ8iflcl 0 0 /il Sr^iJOU 3EK 3 BKiSSLfc. 1 
m Ci/ 2 O m l/well <D [methy 1- 3 H] thymidine (Amersham) Sri^JnU 4P#IB!& 
H TopCount fflti^-^^-tT9 6^^7X7^)^- (UniFi 1 ter-GF/C. 
/V^-h'y't/O) tSBIia* h y y 7°Lfc. > >x V— > a 2 

(MICROSCINT-20. A-^-Fyt/O) *2 0/x 1/well «fc "5 fc** L . 

TopCount (/ty^-n^wo) KTttt*ett£8fl£u #a<b^«9©aBJia*i5i 

»HBtLT, tmm~, h7-77h. ^7-7Xh 

Sff^ (W0 97/09301 fcE*2*rtV>S£jfifll4. ft^* 1 7 OitGW) 
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* 1 3 



/Lc Atm A7 


IP (//Ml 


tft; /ai /I 


1 9 


^ -fct TKil £ 


°* a 
0. 0 


^SSCT lb 


9 1 




U. D 


rh +/r /el /( C 

1WJ 45 


U. UUUg 


cfa +/— /til 4 O 


U. Ul) 




U. UD 


HM^J 55 


U. Zo 


USS^J 64 


a no 

0. 0 i 


MM&l 66 


A A C 

0. 05 


HJ6^ 67 


a oa 

0. 20 


^S£#J 68 


n A A A P 

0. 0006 


HMt^J i4 


1. 0 


75 


0. 16 


mmm 77 


1.7 


£J£#I 82 


0. 0008 


£J609 93 


0. 04 


mmm 94 


0.88 




10. 0 




>10 



H#£{0J 1 (Dit&Wl lOOmg 

7^ h — 3. 120mg 

in^tilti) 30mg 

tHo + y^DfJUiJl'D-T. 5mg 

#;U#*v*?;M:;UD--.X:J-HJ9A 7 mg 

XrT'J/^^y^A 0. 5mg 
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it # <d m ft 



1. -jRS (1) 




COY T^^n^MJ^Si: NHCOX TaS.tt* LTi?ft U &3£#Slrt 

y i ~ 4 <D7)v*)vm. vimft. i ~4©7;m^v», 7K^s^i/ 

N(R 6 ) (R 7 )^6iitR$n, R 6 R 7 teiWI-T'fcgfcoT^Tfc.fc < > ^n^'tl/K 

Sseh% i ~4 ©7;u*jus. i ~4©7;io*->§> ^as&3~ 

$<Di/*7U7)V*)V&. mBWL4~$V> : /Z>v7)V*)V-7)\s*)l : &. mMSkS 
~ 8 (D^fc'J y -N-7J^ + y$, j^^^3~9CD7;i/^-Jl/S. 7x"^ 

tf'J v;i/g&tf7?;i^;i/gfrbliR£tu H7xz:;i/S&tfif>J 
ii/i;7 7/^;H©^iittRii!! l ~4 ©jjv+jH. m« i ~ 4 ©7^ 

r'^hj^ ADy>if, 7K^a, c*m$u ~4©7;wps, m^^3~ 

9 <77> 9 U7 )V*-)V&* ^S^4~9©->^7D7;i/+^-7;l' + JUS, ^^IS: 1 
~4©7^3 + vS> K»3~9©y^P7MW^yI- j^tS(4~9© 

->77P7;p^;u-7^3+->», y^wt+yi, mmfk 1 ~4©7->;i/S 



18$ 



WO 01/25190 



PCT/JPOO/06667 



Stf-hDg^&SftSJ'U A l~4fl#fiELT;fe0, ^n^'tl 

|§|-T*>Jlfco"r^Tt>«fc<, £fc R 1 ifi 2 i^fttSi^tttSt^-^l' 
fcoT^&l~4 ©7^* U>v**->S£^l£LT fll/A^>"K 

4©7j^ + yl« fc%&l~4<D7)l'*)\> : ?*&. 1 ~ 4 © t K 

7MJl/-7;^ + yI, 7^*Jl^*v^ ^^iS: 1 ~4©7->;PS. v7 
;S, Klt5~8® ; EJ^ l Jy-N-7J^ + yI> Rtf0*£#l~4©7JP 

^juST ; e/xtt^s»$nTv»Tt>«k^7 5 /s*^s^$nseiftST*o. 

ffit©&H£l~4<B#£UT:fc9, -?-tl-?mBl-1?t)^oT^Tt)«fc< ; 
R 3 2£tf R 4 tt Y 1 ~ 4 ©7;Wl^g^©*i^ i^J^^^tt NR 8 T£ 0 . 

RMi^n-^nzK^iig^x^** 1 ~4©7^^;^^^>iiiR$n. -tn-enH 

R 5 «jk^^1~8©7;1/+;US, ^»»2-4©7^^r-;!/S, #*»3~9© 
•>^P7^M, £*R4~9©5'0n7;V4nM'-7;Mf;U£» 7h7kFo 

tr^-;ps, 75;^M> -y>7'xjus, »«*7->;i'X, 7x-;H« tf'J 

;USttAD^>m^. >7/S, ^*»l-4©7;^;!/S» 

-4©7J^ + yS. 0?f!t£fc l-4©7Jl/*;^**» £*»2~5©7;H]* 

->*^^-;p». a^+s/^S. j*s§£U ~4©7->;i/®. ^^JM7->;uS. 
j5*lt£Sc 1 -4©7->d + ->S. h 'J 7;i/*a/^X. 7x-JI/£. 

m> *?)i7.)Vft~n>&* 7 5 y7^*x;us, ~4©7;wua 

X«^^^l~4©7>'>'U*T- : tyXttvS^SnTViTt)ct^7 5yS^^l 
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2. (1) K*5V*T, X ^^»l~4©7;W+U>ST?*Sii*©ttffl 
Sgl«£f2«©fc£tt. 

3. -j&5* (1) fc*5^T\ X 3&«JMS^T»*»#©«ll*l9IKe«©ft^*. 

^>-tf>^X&t?U ^>?RTfe5Bi*©fl6Ba^ 1 EKIB*©{b£tt. 

5. -jftSC (1) fc*V»T» A&^B75^>if>^T^-5W^©®H^l^^lH 

6. (1) fc3H»T» y^»li©75/S, tKS&SX«^81~4© 
7Jm^->ST&S»*©ttffljgl «K3E8©fc£*!l. 

7. (i) k&^t, y rffcm®Li~4<D7)v*)ig-T*foz>m#<Dmmm 

8. (1) \Z&^T. R 2 #zk^MTXte£L« 1 - 4 + 

*8S3fc©ieBi& i ^Jci2«©^«5. 

9 (D \z&^X, R s #^>vUUS. 7x-JH, tUyiUXfif'J 

^MfJHT*D. K^>^;USR^tT , J S^l^^S©^*®. MtflC7x 
-;i/SR^t'Jv;u»JiADy>^. gt^l8cl~4©7JU+^». 
4©7JVD + ->S> M^^C2~ 5 <D7)lU — kIH~4(D7 

~4©7Ju+;i/ST'v®^$n^7 5 ysd^ii^^n^ i ~5<®©s&a£# 

10. -$5£ (1) R 5 ^*K^^l~4©7>ll' + ^S. K^2-4ffl 

7 ;u-y-;i/SXtt^^ic 3 ~ 6 ©->^ □7;u+;i/ST**sil*©ffili^ i ^KtB 
1 1. -jfcjS (1) lC*5^T, R 3 &tf R 4 # NH T&*tt#©«Sffl&l£KfB«© 
1 2. (1) K&^T. R 3 ifi NH. R 4 j^KMSIgC^ T*$>3^*©$olif§ 1 Vk 
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